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1 GENERAL INFORMATION

This study is being performed to assess the relative effectiveness of the COOLIEF™ Pain Management
System (formerly owned by Halyard Health, and now owned by Avanos Medical; Alpharetta GA) to
manage moderate to severe knee pain in patients with osteoarthritis (OA) of the knee when compared to
a single Viscosupplementation injection. The product under study is currently marketed in the United
States and has been cleared via 510(k) by the FDA under application KO53082 and K163461 in
combination with the Halyard Radiofrequency (RF) Generator (PMG-115-TD/PMG-230-TD, or PMG-
BASIC/PMG-ADVANCED K072478) for use in creating radiofrequency lesions in nervous tissue. It is also
indicated for creating radiofrequency lesions of the genicular nerves for the management of moderate to
severe knee pain of more than 6 months with conservative therapy, including medication, in patients with
radiographically-confirmed osteoarthritis (grade 2-4) and a positive response (= 50% reduction in pain) to

a diagnostic genicular nerve block.

A Long-Term Extension will capture data allowing the assessment of the long term clinical outcomes
(such as current level of pain, function, and progression of disease) for patients who received COOLIEF*
as their initial treatment. Subjects who received COOLIEF* as their initial treatment will be asked to return

for 2 additional visits representing 18 and 24 months post initial treatment.
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Investigator Acknowledgement Signature Page

Title: A Prospective, Multi-center, Randomized, Clinical Trial Evaluating the Safety and
Effectiveness of Using COOLIEF™ Cooled Radiofrequency Probe to Create Lesions of the
Genicular Nerves and Comparing a Single Injection of Hyaluronic Acid in the Management of Knee
Pain

| have read the attached protocol and agree that it contains all the necessary details for performing the
study. | agree to conduct the study according to the protocol.

| will provide copies of the protocol and of the pre-clinical information on the Study Device (e.g.,
Investigator Brochure or Report of Prior Investigations) that was furnished to me by the Sponsor to all
members of the study team responsible to me. | will discuss this material with them to assure that they
are fully informed regarding the Study Device and the conduct of the study.

Once the protocol has been approved by the IRB/IEC, | will not modify this protocol without obtaining the
prior approval of the Sponsor and of the IRB/IEC. | will submit all protocol modifications and/or any
informed consent modifications to the Sponsor and the IRB /IEC, and approval will be obtained before
any modifications are implemented. | will also submit all Serious Adverse Events and Protocol Violations
to the IRB/IEC per their requirements.

Investigator Printed Name

Signature Date
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2 SYNOPSIS

Protocol Title:

105-17-0001: A Prospective, Multi-center, Randomized, Clinical Trial Evaluating
the Safety and Effectiveness of Using COOLIEF™ Cooled Radiofrequency
Probe to Create Lesions of the Genicular Nerves and Comparing a Single
Injection of Hyaluronic Acid) in the Management of Knee Pain.

Test Article(s):

Treatment Group: COOLIEF™ Cooled Radiofrequency Probe (CRFA)
Control Group: Synvisc-One (HA)

Planned Number of
Sites:

Up to 15 centers will be included in this study

Planned Number of
Subjects:

Approximately 168

Study Design:

Prospective, Multicenter, Randomized, Comparison, Human, Interventional

Study Duration:

The primary study concludes at 12 months post randomized treatment,
however; an extension study will be offered to those who received COOLIEF*
as their originally randomized treatment to allow data collection through 24
months.

Treatment Group: Up to 24 months following index procedure

Control Group: Up to 13 months, depending upon receipt of Crossover
procedure.

Effectiveness

. Numeric Rating Scale (NRS, Usual Level of Pain)

Endpoints: e  Western Ontario & McMaster University Osteoarthritis Index (WOMAC)
e EQ-5D-5L Health-Related Quality of Life Questionnaire
o  Global Perceived Effect Scale

Objectives: . To compare the effectiveness of CRFA to HA in the management of

moderate to severe knee pain in patients with radiologically-confirmed
osteoarthritis to treatment with Viscosupplementation injection.

e  To confirm the safety of CRFA for creating radiofrequency lesions of the
genicular nerves for management of moderate to severe knee pain in
patients with radiologically-confirmed osteoarthritis.

e  To capture the long term clinical outcomes (such as current level of pain,
function, and progression of disease through 24 months) for patients who
received CRFA as their initial treatment.

Selection Criteria:

Inclusion Criteria

1. Age = 21 years

2. Able to understand the informed consent form and provide written
informed consent and able to complete outcome measures

3. Chronic knee pain for longer than 6 months that interferes with
functional activities (for example, ambulation, prolonged standing, etc.)

4. Continued pain in the target knee despite at least 3 months of
conservative treatments, including activity modification, home exercise,
protective weight bearing, and/or analgesics (for example,
acetaminophen or non-steroidal anti-inflammatory drugs [NSAIDs])
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No

10.

11.

12.

13.

14.

Positive response (defined as a decrease in numeric pain scores of at
least 50%) to a single genicular nerve block of the index knee

Pain on NRS = 6 on an 11-point scale for the index knee

Radiologic confirmation of arthritis (x-ray/MRI/CT) of OA grade of 2
(mild), 3 (moderate) or 4 (severe) noted within 6 months for the index
knee

An intra-articular hyaluronic acid injection is indicated as an appropriate
treatment option

WOMAC Knee Score group at baseline of Score of > 2 (0 to 4 scale) on
WOMAC question 1 (Pain) and a mean score of > 1.5 on all five
questions of the WOMAC pain subscale.

Analgesics including membrane stabilizers such as
Neurontin/gabapentin and antidepressants for pain such as Cymbalta
duloxetine must be clinically stable (defined as stable dosage for = 6
weeks prior to the screening visit) and shall not change during the
course of the study without approval of the investigator

Agree to see one physician (study physician) for knee pain during the
study period

Willing to utilize double barrier contraceptive method if of child bearing
potential

Willing to delay any surgical intervention for the index knee for the
period of the study follow up

Willingness to provide informed consent and to comply with the
requirements of this protocol for the full duration of the study

Exclusion Criteria

1.

hwnN

No

10.

11.

12.

13.

14.

Evidence of inflammatory arthritis (for example, rheumatoid arthritis) or
other systemic inflammatory condition (for example, gout, fibromyalgia)
that could cause knee pain

Evidence of neuropathic pain affecting the index knee

Previous or pending lower limb amputation

Intra-articular steroid injection into the index knee within 90 days from
randomization

Hyaluronic acid injection, platelet rich plasma (PRP), stem cell, or
arthroscopic debridement/lavage injection into the index knee within
180 days from randomization

Prior radiofrequency ablation of the genicular nerves of the index knee
Prior partial, resurfacing, or total knee arthroplasty of the index knee
(residual hardware)

Clinically significant ligamentous laxity of the index knee

Clinically significant valgus/varus deformities or evidence of pathology
(other than osteoarthritis of knee) that materially affects gait or function
of the knee or is the underlying cause of the knee pain and/or functional
limitations

Body mass index (BMI) > 40 kg/m?

Extremely thin patients and those with minimal subcutaneous tissue
thickness that would not accommodate a radiofrequency lesion of up to
14 mm in diameter to limit the risk of skin burns

Pending or active compensation claim, litigation, or disability
remuneration (secondary gain)

Pregnant, nursing or intent of becoming pregnant during the study
period

Chronic pain associated with significant psychosocial dysfunction
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15.

16.

17.

18.

19.
20.
21.
22.
23.
24.

25.

Beck’s Depression Index score of > 22 (indicates clinically depressed
state)

Allergies to any of the medications to be used during the procedures,
including known hypersensitivity (allergy) to hyaluronate preparations or
allergies to avian or avian-derived products (including eggs, feathers, or
poultry)

Active joint infection or systemic or localized infection at needle entry
sites (subject may be considered for inclusion once infection is
resolved)

History of uncontrolled coagulopathy, ongoing coagulation treatment
that cannot be safely interrupted for procedure, or unexplained or
uncontrollable bleeding that is uncorrectable

Identifiable anatomical variability that would materially alter the
procedure as described in the protocol

Within the preceding 2 years, subject has suffered from active narcotic
addiction, substance, or alcohol abuse

Current prescribed opioid medications greater than 60 morphine
equivalent daily opioid dose

Uncontrolled immunosuppression (e.g. AIDS, cancer, diabetes, etc.)
Subject currently implanted with pacemaker, stimulator or defibrillator.
Participating in another clinical trial/investigation within 30 days prior to
signing informed consent

Subject unwilling or unable to comply with follow up schedule or
protocol requirements

Safety Parameters /
Endpoints:

Safety Endpoint: Proportion of subjects experiencing adverse events through

final follow up.
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3 LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

Abbreviation Definition

AE Adverse Event

SAE Serious Adverse Event

CRF Case Report Form

CRFA COOLIEF™ Radiofrequency Ablation

CFR US Code of Federal Regulations

Cm Centimeter

CTA Clinical Trial Agreement

HA Synvisc-One (Hylan G-F 20)

IRB Institutional Review Board

NRS Numeric Rating Scale

NSAID Non-steroidal anti-inflammatory drug

OA Osteoarthritis

Pl Principal Investigator

PDMP Prescription Drug Monitoring Program

QOL Quality of Life

RF Radiofrequency

SOP Standard Operating Procedure

UADE Unanticipated Adverse Device Effect
Version #: 4.0
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4  INTRODUCTION
41 BACKGROUND /STUDY POPULATION

With the population aging in the United States and around the world, chronic knee pain from conditions
such as osteoarthritis (OA) is becoming a more prominent problem on the medical landscape. Non-
steroidal anti-inflammatory drugs (NSAIDs) are the first line treatment for OA for the purpose of reducing
pain and inflammation and allowing for the maintenance of activities. Physical therapy or other exercise-
based modalities are also considered to be standards of care in the earliest stages of OA to maintain

patient mobility to the extent possible.

While total joint replacement is a well-established terminal treatment for late stage OA of major joints,
such as the hip and knee, not all patients are well-suited for this procedure due to issues of age, health,
or other factors. In addition, total knee replacement, while generally considered effective, has been
associated in at least one study with ongoing moderate to significant pain in up to 53% of patients, with

patients in that study noting a median average pain score of 3 of 10 and worst pain score of 5 of 10.1

Currently, there are a limited number of treatment options available for patients who are not candidates
for total joint replacement and/or for whom drugs are either ineffective or are interfering with their overall
quality of life and general health. Corticosteroid injection provides significant short term improvement as
far as pain relief 2, but multiple treatments are required and the steroid and analgesic medication may
actually exacerbate cartilage destruction if used over an extended period of time.3 Viscosupplementation
(the injection of protein-based gel/fluids into the joint space to improve synovial fluid viscosity) has shown
some moderate effectiveness in some studies,* 5 but its clinical utility for knee OA has recently been
called into question by the American Academy of Orthopaedic Surgeons (AAOS).6

COOLIEF™ (CRFA) is a well-established method for delivering lesions into nervous tissue to accomplish
neurotomy procedures. Multiple references exist in the literature noting the clinical outcomes of patients
treated with CRFA cooled radiofrequency for pain managing denervation in other anatomic locations,
including the sacroiliac joint”-8910 and the lumbar spinal disc.'"-213 Recent human studies have started to
demonstrate the effects of CRFA when specifically used for genicular neurotomy procedures in patients
with chronic knee pain resulting from conditions such as OA.

Sensory innervation of the knee joint is accomplished by the articular branches of several nerves,
including the femoral, tibial, saphenous, obturator, and common peroneal nerves. As a group, these
nerves have been termed “genicular nerves.”'%'® Radiofrequency-generated lesions of the genicular
nerves (i.e., genicular neurotomy) using standard, non-cooled radiofrequency ablation has been defined
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in the literature. Choi and colleagues'” published a prospective, randomized, double-blind controlled trial
of genicular neurotomy in a series of 38 elderly OA patients with severe knee pain who had failed
conservative therapy but responded to a diagnostic block. In this study, the superomedial and
inferomedial branches of the saphenous nerve and the superolateral branch of the femoral nerve were
targeted for treatment. The probe placement is demonstrated in the figure below taken from Choi, et al.
They showed statistically significant improvements in pain, Oxford Knee Score, and global perceived
effect when compared to placebo at up to 3 months post treatment. lkeuchi and colleagues’® also
published a prospective randomized study comparing RF neurotomy to diagnostic block alone. In their
study, at 12 weeks post treatment, 44% of the RF group rated “good or excellent” compared to only 12%
of the block group. The probe placement and lesioning pattern in the lkeuchi, et al study differed from the
method of Choi, et al.

A recent sponsored study was completed which compared CRFA to intraarticular steroid injections (IAS)
for painful OA of the knee and demonstrated statistically significant improvements in pain, function, and
global perceived effect of CRFA at 6" and 12 months'®. A subset of those patients were followed through
24 months and it was identified that CRFA has the potential to provide sustained effect through this time
period. This potential was previously suggested by Ho 2015 where patients reported 24 months of relief
following CRFA when used to ablate the lateral branches that innervate the sacroiliac joint?° . The nerve

targets were identical to those utilized in the Choi research.

In 2014, Franco?' et al completed a cadaveric dissection study which confirmed the locations of the
genicular nerves identified by Choi et al and identified an additional nerve target — the middle branch from

the vastus intermedius, which will be incorporated as part of the lesioning for this protocol.
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This protocol outlines a prospective, single arm, multicenter study examining pain relief as well as other
important clinical efficacy indicators of using CRFA to create lesions of the genicular nerves. The probe
placement method and lesioning pattern will include the 3 targets utilized in the Choi et al and Davis et al
with targeting of the superomedial and inferomedial branches of the saphenous nerve and the
superolateral branch of the femoral nerve, and will include the additional nerve target identified by Franco

et al - middle branch from the vastus intermedius.

4.2 PRODUCT DESCRIPTIONS AND INTENDED USE

The following is a summary description of the Study Device. For additional information, please refer to the
COOLIEF* “Instructions for Use” (Appendix 1). The COOLIEF™ system components utilized in the study
are the same in form and function regardless of specific product branding (COOLIEF*, Slnergy*, or
Halyard Health). The COOLIEF™ system is comprised of three primary components (collectively known
as ‘disposables’) and is used in conjunction with the Pain Management generator, pump unit, connector

cables (collectively known as ‘Hardware’) and dispersive electrodes (also known as ‘grounding pads’):

e Cooled Radiofrequency Sterile Tube Kit (sterile, single use, non-body contact): It is used for
closed-loop circulation of sterile water through a Cooled Radiofrequency Probe. It includes a
burette and tubing.

e Cooled Radiofrequency Introducer (sterile, single use): It is to be used with the Probes only. The
Cooled Radiofrequency Introducer provides a path for the Probe to the targeted nervous tissue.

o Cooled Radiofrequency Probe (sterile, single use): It is inserted through an Introducer into or
near nervous tissue. The active tip extends 4mm from the introducer and delivers energy. Sterile
water circulates internally to cool the Probe while it delivers radiofrequency energy. A
thermocouple in the Probe measures the cooled electrode temperature throughout the

procedure.

The product is comprised of an electrically insulated shaft with an active tip that functions as an electrode
for RF energy delivery, a handle, tubes with luer locks and a cable with a 7-pin connector. The Introducer
includes an insulated stainless steel cannula and a stylet. The Tube Kit is comprised of a burette and
flexible tubing fitted with luer locks for connection to the Probe. The Probe, Introducer, and Tube Kit are
ethylene oxide sterilized and supplied sterile. These components can be packaged together in a kit or as
separate components. The devices should be stored in a cool, dry environment. The Instructions For Use
(IFU) documents (Appendix 1) are included in each kit.

Avanos Medical maintains a list of all model numbers and sizes for the system components.
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The control product/device, Synvisc-One® (hylan G-F 20) (HA), is an elastoviscous high molecular weight
fluid containing hylan A and hylan B polymers produced from chicken combs. Hylans are derivatives of
hyaluronan (sodium hyaluronate). Hylan G-F 20 is unique in that the hyaluronan is chemically crosslinked.
Hyaluronan is a long-chain polymer containing repeating disaccharide units of Na-glucuronate-N-

acetylglucosamine.

Synvisc-One is a single injection regimen therapy indicated for the treatment of pain in OA of the
knee in patients who have failed to respond adequately to conservative nonpharmacologic therapy
and simple analgesics, e.g., acetaminophen.

The Synvisc-One® (hylan G-F 20) Instructions For Use is attached as Appendix 2.

4.3 EXEMPT STUDIES DETERMINATION

As both products being utilized in this study are commercially available and are being used according to
their labeled indications, the sponsor has determined that this study meets the criteria for the ‘Exempt
Studies’ as specified in 21 CFR 812.2 (c)(2) and confirmed in the Information Sheet Guidance For IRBs,
Clinical Investigators, and Sponsors - Frequently Asked Questions About Medical Devices (January
2006), which states that “studies of an already cleared medical device in which the device is used or

investigated in accordance with the indications in the cleared labeling are exempt from Part 812.”

44 SUMMARY OF PRIOR INVESTIGATIONS

As mentioned above, a recent investigation has been performed in this population using the COOLIEF*
device for performing genicular neurotomy procedures for managing patients with chronic knee pain due
to conditions such as osteoarthritis '4. This prospective randomized study compared CRFA against
intraarticular steroid injections (IAS) and the two treatment groups were homogenous for demographic,
pain and functional parameters at baseline. Mean Numeric Rating Scale (NRS) at baseline was 7.3 £ 1.2
(Mean = SD) for the CRFA group and 7.2 + 1.0 for the IAS group. One hundred and twenty-six (126)
patients remained in the study and were evaluated at 6-months post treatment (n = 58 CRFA and n = 68
IAS). In the CRFA group, 74.1% of patients had = 50% reduction in NRS pain score compared to 16.2%
in the 1AS group at 6 month follow up (p < 0.0001, primary endpoint). At 6 months, the resting mean NRS
was 2.5 + 2.3 for the CRFA group and 5.9 + 2.2 for the IAS group (p < 0.0001), representing a 4.9 point
drop in NRS for the CRFA group. The mean Oxford Knee Score (measure of function) improved from
16.7 £ 4.4 at baseline to 35.7 + 8.8 in the CRFA group at 6 months, compared to 22.4 + 8.5 in the IAS
group (p < 0.0001). At 6 months, 91.4% of subjects in the CRFA group reported improvement in Global
Perceived Effect (GPE) compared to 23.9% in the IAS group (p < 0.0001). No serious adverse events
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related to either procedure were noted, and overall adverse event profiles were similar. The primary

results noted above are described in Davis et al 2017 4.

These results were sustained at the 12 month time point in that 65.4% of subjects reported = 50%
reduction in NRS pain score in the CRFA group. In addition, the CRFA patient group’s Oxford Knee Score
indicated continued functional improvement at 12 months with a mean score of 34.3 + 11.1. 75% of

subjects reported being ‘Improved’ on their GPE 12 months after treatment.®

A subset of these subjects were followed through 24 months. Eighteen (18) subjects returned at 24
months post CRFA procedure and their average NRS score was reported as 3.6 + 2.7 for these subjects.
Eleven (11) of the 18 reported pain levels that were = 50% reduced from their baseline values. Functional

improvements were maintained as well.22

Multiple prior investigations using the CRFA device for delivering radiofrequency lesions into nervous

tissue have been conducted and published, as described in section 4.1 above.

Information related to clinical experience with the control product (HA) can be found in the Synvisc-One

Instructions for Use document (Appendix 2).

4.5 RATIONALE FOR STUDY

This prospective, multi-center, randomized, comparison study is examining the effects of the COOLIEF *
Cooled Radiofrequency Probe used for radiofrequency neurotomy compared to a single injection of
Hyaluronic Acid (Hylan G-F 20) in subjects to manage knee pain. The study does not introduce any
experimental procedures, as both products will be used in a manner that is consistent with their labeled
indications. The primary rationale for conducting this study is to assist with reimbursement support for the

product.

The rationale for the long-term extension is to capture data to understand the long term clinical effects of

utilizing CRFA for the treatment of OA knee pain.

46 POTENTIAL RISKS & BENEFITS
The potential benefits of COOLIEF * when used for creating radiofrequency lesions in the genicular
nerves of knee pain subjects are to provide pain relief, improve function, improve overall quality of life,

and reduce the need for other modalities to control pain such as prescription opioids.

Avanos Medical follows rigorous Quality Control procedures throughout the life of a product, from the

business analysis phase through development, market release, and post-market surveillance. The risk
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analysis process for COOLIEF* is performed in accordance with industry standards for ‘Risk Management

for Medical Devices’ and ensures that the level of risk is acceptable prior to starting the clinical study.

The potential risks to subjects in which a radiofrequency neurotomy procedure is performed, regardless of

the treatment modality, may include the following, all of which are anticipated adverse events that have

been identified as possible complications of procedures involving lesioning of nervous tissue:

Infection,

Damage to collateral nervous tissue,

Increased pain,

Visceral injury,

Failure of technique,

Superficial burns;

Damage to collateral tissue (i.e., bruising or hematoma),
Deafferentation dysesthesiae

Paralysis, and

Death

The potential risks specifically associated with the use of COOLIEF* for radiofrequency neurotomy are

anticipated to be the same as those listed above, with the exception of visceral injury and paralysis, as

the device will not be used in any anatomic location in this study other than the index knee.

As described in Appendix 2, the potential benefits of single injection of Hyaluronic Acid (Hylan G-F 20)

include short to medium term pain relief, assistance with therapeutic exercise, and some restoration of

function.

Hylan injection involves inserting a needle directly into the space inside your knee. This procedure

carries certain risks, including:

Version #: 4.0

Arthralgia
Arthritis
Arthropathy
Gait disturbance
Injection site pain
Joint effusion
Joint stiffness
Joint swelling
Joint warmth
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There are other Hylan products on the market which have reported the following risks:

. Rash

. Hives

. Itching

o Fever

. Nausea

. Headache

o Dizziness

o Chills

. Muscle cramps

o Paresthesia

. Peripheral edema
o Malaise

o Respiratory difficulties
. Flushing

. Facial swelling

5 STUDY OBJECTIVES
This study is designed to:

e Determine the effectiveness (primarily measured by pain relief) of COOLIEF * when used to
create radiofrequency lesions of the genicular nerves compared to pain relief following a single
injection of Hyaluronic Acid (Hylan G-F 20); and

e Confirm the safety of COOLIEF * when used to perform radiofrequency lesions of the genicular
nerves in subjects to manage knee pain compared to safety of single injection of Hyaluronic Acid
(Hylan G-F 20).

e To describe the long term clinical effects (such as current level of pain, function, and progression
of disease through 24 months) for patients who initially randomized to and received CRFA for

treatment of their OA knee pain.

6 INVESTIGATIONAL PLAN
6.1 STUDY DESIGN

This is a prospective, randomized, multicenter comparison study examining the outcomes of subjects with
OA and knee pain undergoing a procedure to create a radiofrequency lesion of the genicular nerves with
the CRFA system compared to subjects receiving HA. A total of approximately 168 subjects will be
enrolled into this study, with subjects undergoing either CRFA or HA injection in a 1:1 randomization

scheme. Follow up will be conducted for a total of 12-months post randomized procedure with the
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primary endpoint being completed at month 6. Subjects randomized to the comparison (HA) group will
have the option to cross over to the neurotomy group after completing the 6-month endpoint assessment.
They would then be followed for an additional 6 months. Pain, overall outcome, quality of life, pain
medication use, and adverse events will be compared between the two treatment groups in order to
determine success. Unless they have received an additional procedure on their index knee, subjects who
were randomized to and received CRFA as their initial treatment will have the option to add 2 additional

visits at 6-month intervals, representing 18 and 24 months post initial treatment.
‘ Secondary ‘ Extension Study ‘
ACTIVE GROUP Treatment

Visit 5: Visit 6: Visit 7: Visit 8:
- 6 Mo 12 Mo 18 Mo 24 Mo
Visit (Day 0)
Blocks VisitL: Scre?nlhg
and Randomization —
VisitsA: || —

CRFA Visit 5B: Visit 5C: Visit 6:
Treatment 1Mo 3Mo 6 Mo
Visit (Day 0}

Visit 2: CRFA

Visit 2: HA
CONTROL GROUP Treatment
Visit (Day 0)

Visit 5:
6 Mo

Visit 6:
(No
Crossover)
12 Mo

Actual

o 1 2 3 415 6 7 8 9 10 11 12 13 14|15(16|17| 18 |19(20|21|22|23| 24
Month

CRFA = Genicular Neurotomy using Cooled Radiofrequency Ablation
HA = Hyaluronic Acid Injection (Synvisc-One 6 mL injection)

6.2 ENDPOINTS
6.2.1 Primary Endpoints

Primary Effectiveness Endpoint:
The proportion of subjects whose knee pain is reduced by = 50% based on the NRS scale at 6 Months.

Primary Safety Endpoint:

The proportion of subjects experiencing adverse events through final follow up.

6.2.2 Secondary Endpoints

Secondary Effectiveness Endpoints:

e The proportion of subjects whose knee pain is reduced from baseline by = 50% based on the

NRS at 12 months.
e The change in WOMAC score from baseline to the 6 month visit and 12 month visit.

6.2.3 Tertiary Endpoints
o Tertiary effectiveness endpoint 1: The change in measured EQ-5D-5L scale from baseline at the
6-month visit and 12-month visit.
o Tertiary effectiveness endpoint 2: The measured Global Perceived Effect scale at the 6-month

visit and 12-month visit.
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6.2.4 Exploratory Analyses

Other variables of interest, which include, but are not limited to, WOMAC subscales (pain, stiffness,
physical function), change in pain medication usage from baseline as measured by subject self-reported
average daily dosage, healthcare utilization, and change in weight from baseline, will be summarized at

various visit intervals.

In addition, the endpoints listed above will also be summarized at 18 and 24 months post treatment.

6.3 MEASURES TO MINIMIZE/AVOID BIAS

All subjects presenting to the study centers who report knee pain will be evaluated for eligibility for study
participation. Routine evaluations of all site screening logs will be conducted to assure that no subjects

are excluded based on investigator bias. Further, the primary endpoint measurements in this study are

primarily subject generated and are not based on the opinion of the investigator, thus minimizing the

potential for bias related to the outcome of the procedure.

Independent monitoring, Data Management and Statistics will also be utilized to ensure accuracy of the

data collected.

6.4 DURATION OF SUBJECT PARTICIPATION

The screening period could take up to 60 days to complete for all subjects. Subjects will participate in the
study for approximately 13 months from time of randomization treatment visit + 12-month follow up,
except for subjects who participate in the optional crossover group or the long-term extension. Crossover
subjects will be on study for approximately 15 months from randomization (initial treatment + 6-month

follow-up followed by crossover treatment with an additional 6-month follow up period).

Those who initially received CRFA at Visit 2 will be given the option to return for 2 additional visits,
representing 18 and 24 months post initial procedure. If they agree, their entire study participation will be

approximately 25 months.

Enroliment is anticipated to take approximately 8-10 months.

6.5 STUDY-STOPPING CRITERIA
The study may be terminated if the sponsor determines that there is a clinical or other reason to do so. In
such cases, subjects already enrolled will be followed according to the protocol and further recruitment

will be stopped. Potential reasons for early termination may include (but are not limited to):
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¢ Withdrawal of IRB/ethics committee approval

e Administrative reasons

6.6 TEST ARTICLE STORAGE, ADMINISTRATION, & ACCOUNTABILITY
6.6.1 Instructions for Use

Study products should be maintained according to the manufacturers recommendations as indicated in
their respective Instructions For Use (IFU) documents. The IFU for the COOLIEF* product is included
within each kit. A copy is attached as Appendix 1.

The Synvisc-One IFU document is attached as Appendix 2

6.6.2 Product Labeling, Packaging, and Storage

As part of this protocol, the sponsor will provide the disposable products needed to manage the
Treatment Arm procedure (CRFA) and the sites will be responsible for maintaining according to
manufacturer’s guidelines as outlined in the IFU. The COOLIEF* Kit contains 1 Probe, 3 Introducers, and
1 Tube Kit. In addition to the kits, a Dispersive Electrode (single use) and an additional Introducer for
each subject will be supplied to each site. The COOLIEF* Kit and additional introducer are provided
sterile, having been sterilized by ethylene oxide. The devices should be stored in a cool, dry environment,
with limited access to the environment. The Lot numbers and expiration dates of provided supplies will
be captured for each subject as the kits are utilized. Provided supplies should be maintained in a secure

location and should be utilized only for eligible study subjects.

The sites will be responsible for securing the post market supplies for the Control Arm (HA) as per their
standard procedures. Storage should follow instructions provided for the product. The Lot numbers and
expiration dates of control supplies will be captured for each subject as the kits are utilized.

Study products may only be used on enrolled study subjects for the procedures as described in this

protocol.

6.6.3 Treatment Assignment

At visit 1, all subjects who meet the eligibility criteria will be randomly assigned to one of two groups: (A)
CRFA or (B) HA injection. Randomly generated treatment assignments (1:1 randomization) have been
prepared by the study statistician using a computerized randomization program, and will be loaded into
the electronic data management system being utilized in the study. Upon confirmation that a subject is
eligible for randomization, sites will log into the system to randomize the subject. Specific instructions will
be provided. The monitor will confirm that the randomization process is being appropriately followed and
documentation is being maintained as appropriate. Any deviation from the randomization process must
be immediately reported to the sponsor and IRB as appropriate and documented appropriately.
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6.6.4 Procedural Description
For the diagnostic block, a local anesthetic (preferably Marcaine 0.5% or similar) will be injected at each
target site (with an ideal volume of 0.60 - 0.75 mL at each site). Subjects will be noted as positive
responders if the participant experiences a decrease in numeric pain scores of at least 50% at least 15

minutes after the injection. All subjects with a positive response will be eligible for the study.

Subjects randomized to CRFA will be placed in a supine position on a fluoroscopy table with a pillow
under the popliteal fossa to alleviate discomfort. The true AP fluoroscopic view of the tibiofemoral joint will
be obtained to show the tibiofemoral joint space with equal width interspaces on both sides. An
appropriately sized cooled radiofrequency needle will be placed overlying the affected knee joint and
using fluoroscopic guidance, the needle will be advanced to a bony endpoint on the superiolateral portion
of the femoral condyle of the affected knee. A second needle will be advanced to a bony endpoint on the
superiomedial portion of the femoral condyle. A third needle will be advanced to the bony endpoint at the
inferiomedial portion of the tibial condyle. The final needle will be placed at the midline of the femur about
2 cm cephalad of the upper patellar border. Lateral x-ray views should be taken to confirm appropriate
location at 50% depth of the femur and tibia prior to lesioning. Care should be taken to avoid inserting the
RF probe into the inferolateral area of the knee to avoid the common peroneal nerve and potential foot

drop. If pooling of blood or fluid is seen in the stylet, aspirate and reposition as necessary.

AP and lateral x-ray views should be taken during the procedure which show all the needles in final
positioning for maintenance in the source documentation. Motor stimulation must be tested at 2.0 volts
with no leg movement. Sensory stimulation should be conducted at < 0.5 volts in all four locations with
concordant pain reproduction. A mixture consisting of lidocaine (1% or 2% preferred) should then be
slowly injected. Then, radiofrequency ablation of each of the four targeted geniculate nerves will be
conducted at 60°C for 2 minutes and 30 seconds at each of the 4 anatomic locations. At the conclusion
of the procedure, the needles will be removed, the insertion sites will be treated with appropriate closure,
and the subject will be allowed to properly recover prior to discharge home. Instillation of post-operative

analgesic pain medication is permissible per institutional standard of care.

Additionally, selected sites will also collect information during the procedure from the generators utilizing
a sponsor provided laptop computer loaded with the TeraTerm Software package. This open sourced
software collects blinded information from the generator during the procedure. The laptops should be
attached to the generator prior to the initiation of the procedure. The reports will be saved utilizing the
subject number assigned to the study as an identifier, and the data will be sent to the sponsor for
analysis. Specific training will be provided for participating sites and details will be described in a

TeraTerm Plan.

Version #: 4.0 Page 21 of 62
Version Date: 28Mar19



AVANOS
Genicular Nerve Lesion Study

Confidential Protocol # 105-17-0001

Synvisc-One is administered as a single intra-articular and subjects randomized to the HA group will
receive the dose per the Instructions For Use for the product. The preferred approach is the suprapatellar,
pending anatomic limitations. Strict aseptic administration technique must be followed and the procedure
should be performed per the instructions for use for the product.
e Optional: If necessary, using an 18- to 20-gauge needle, remove synovial fluid or effusion
before injecting Synvisc-One.
¢ Do not use the same syringe for removing synovial fluid and for injecting Synvisc-One;
however, the same 18- to 20-gauge needle should be used.
e Twist the tip cap before pulling it off, as this will minimize product leakage.
o To ensure atight seal and prevent leakage during administration, secure the needle tightly

while firmly holding the luer hub.

Precaution: Do not over tighten or apply excessive leverage when attaching the needle or removing the

needle guard, as this may break the syringe tip.

¢ Inject the full 6 mL in one knee only.

If concurrent minor procedures, such as arthrocentesis, are performed on the index knee prior to
administration of either treatment, volume information should be captured in the subject’s source

documentation.

Subjects will be encouraged to refrain from strenuous activity for 48 hours following both procedures.

6.6.5 Test Article/Supply Accountability
The investigator must ensure that accurate records of receipt of study devices, dispensing information,
and the prompt return or destruction of unused supplies are maintained at all times. A device
accountability log will be supplied to the site for the purposes of recording study device dispensation and
will be monitored by periodically sponsor personnel. All provided supplies and unused test articles must
be returned or destroyed per the sponsor at the end of the study after final accountability has been

conducted by sponsor personnel.

7 SUBJECT SELECTION
Subjects will include male and non-pregnant females = 21 years of age who present with chronic knee

pain resulting from osteoarthritis and meet all inclusion and exclusion criteria.
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7.1 INCLUSION CRITERIA

1.
2.

10.

11.
12.
13.

14.

Age = 21 years

Able to understand the informed consent form and provide written informed consent and
able to complete outcome measures

Chronic knee pain for longer than 6 months that interferes with functional activities (for
example, ambulation, prolonged standing, etc.)

Continued pain in the target knee despite at least 3 months of conservative treatments,
including activity modification, home exercise, protective weight bearing, and/or
analgesics (for example, acetaminophen or non-steroidal anti-inflammatory drugs
[NSAIDs])

Positive response (defined as a decrease in numeric pain scores of at least 50%) to a
single genicular nerve block of the index knee

Pain on NRS = 6 on an 11-point scale for the index knee

Radiologic confirmation of arthritis (x-ray/MRI/CT) of OA grade of 2 (mild), 3 (moderate)
or 4 (severe) noted within 6 months for the index knee

An intra-articular hyaluronic acid injection is indicated as an appropriate treatment option
WOMAC Knee Score group at baseline of Score of = 2 (0 to 4 scale) on WOMAC
question 1 (Pain) and a mean score of = 1.5 on all five questions of the WOMAC pain
subscale.

Analgesics including membrane stabilizers such as Neurontin/gabapentin and
antidepressants for pain such as Cymbalta/duloxetine must be clinically stable (defined
as stable dosage for = 6 weeks prior to the screening visit) and shall not change during
the course of the study without approval of the investigator

Agree to see one physician (study physician) for knee pain during the study period
Willing to utilize double barrier contraceptive method if of child bearing potential.

Willing to delay any surgical intervention for the index knee for the period of the study
follow up

Willingness to provide informed consent and to comply with the requirements of this

protocol for the full duration of the study

7.2 EXCLUSION CRITERIA

1.

Version #: 4.0

Evidence of inflammatory arthritis (for example, rheumatoid arthritis) or other systemic
inflammatory condition (for example, gout, fibromyalgia) that could cause knee pain
Evidence of neuropathic pain affecting the index knee

Previous or pending lower limb amputation

Intra-articular steroid injection into the index knee within 90 days from randomization
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.
23.
24.

25
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Hyaluronic acid injection, platelet rich plasma (PRP), stem cell, or arthroscopic
debridement/lavage injection into the index knee within 180 days from randomization
Prior radiofrequency ablation of the genicular nerves of the index knee

Prior partial, resurfacing, or total knee arthroplasty of the index knee (residual hardware)
Clinically significant ligamentous laxity of the index knee

Clinically significant valgus/varus deformities or evidence of pathology (other than
osteoarthritis of knee) that materially affects gait or function of the knee or is the
underlying cause of the knee pain and/or functional limitations

Body mass index (BMI) > 40 kg/m?

Extremely thin patients and those with minimal subcutaneous tissue thickness that would
not accommodate a radiofrequency lesion of up to 14 mm in diameter to limit the risk of
skin burns

Pending or active compensation claim, litigation or disability remuneration (secondary
gain)

Pregnant, nursing or intent on becoming pregnant during the study period

Chronic pain associated with significant psychosocial dysfunction

Beck’s Depression Index score of > 22 (indicates clinically depressed state)

Allergies to any of the medications to be used during the procedures, including known
hypersensitivity (allergy) to hyaluronate preparations or allergies to avian or avian-derived
products (including eggs, feathers, or poultry)

Active joint infection or systemic or localized infection at needle entry sites (subject may
be considered for inclusion once infection is resolved)

History of uncontrolled coagulopathy, ongoing coagulation treatment that cannot be
safely interrupted for procedure, or unexplained or uncontrollable bleeding that is
uncorrectable.

Identifiable anatomical variability that would materially alter the procedure as described in
the protocol

Within the preceding 2 years, subject has suffered from active narcotic addiction,
substance, or alcohol abuse

Current prescribed opioid medications greater than 60 morphine equivalent daily opioid
dose
Uncontrolled immunosuppression (e.g. AIDS, cancer, diabetes, etc.)

Subject currently implanted with pacemaker, stimulator or defibrillator.
Participating in another clinical trial/investigation within 30 days prior to signing informed
consent

. Subject unwilling or unable to comply with follow up schedule or protocol requirements
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8 STUDY PROCEDURES
8.1 CENTER READINESS

Prior to initiating study procedures, all applicable regulatory requirements must be fulfilled. Each study
site must have written documentation of readiness including but not limited to:
A. Investigational Review Board (IRB) approval of the current version of the Clinical

Investigation Plan (Protocol) and Informed Consent Form (ICF)

B. Signed/dated Curriculum Vitae and current medical licensure for Investigator and Sub-
Investigator(s)

C. Signed/dated Financial Disclosure Forms for Investigator and Sub-Investigator(s)

D. Signed/dated Clinical Trial Agreement / Statement of Investigator

8.2 INFORMED CONSENT PROCEDURES

Prior to undergoing any study procedure or baseline testing, each subject must indicate their consent by
signing and dating the current IRB-approved Informed Consent Form. Consent forms must be approved
by both Avanos Medical and the IRB prior to implementation and must be provided to the subject in their

primary language complying with the requirements of 21 CFR 50.

The principal investigator or qualified delegate will administer informed consent procedures by providing
to and reviewing with the potential subject the IRB approved informed consent form (ICF) in accordance
with 21 CFR 50. The subject must be allowed adequate time to review the consent document and ask
any questions. The subject must indicate their consent by personally signing (or making their legal mark)
and dating the consent form. The investigator or qualified delegate must countersign the consent form.
The subject must receive a copy of the signed/dated consent form for their records. Information detailing
the Informed Consent process must be clearly documented in each subject’'s medical / study record

(source document).

Subjects in the treatment group who remain in the study through the 12-month time period will be offered
the option to continue participation through 24 months. Subjects will need to sign an additional informed
consent in order to participate in the extension. Subjects who have received an additional procedure on

their index knee will not qualify for the extension study.

8.3 ELECTRONIC CASE REPORT FORMS
All study data will be entered into an Electronic Case Report Form (eCRF). The investigator is responsible
for ensuring the accuracy of all data entered on the eCRF. Each eCRF entry must be supported by

source documentation in the subject’s medical records.
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8.4 MEASURES AND METHODS OF ASSESSMENT

The following assessments will be utilized throughout the study in accordance with the assessment

schedules described in sections 9 and 10.

8.4.1 Demographic information
Age, gender, race, BMI, osteoarthritis diagnosis and treatment history, comorbidities, and concomitant

medications will be collected for demographic analysis.

8.4.2 Index Knee
The “index” knee is defined as the knee that is being studied and to which the eligibility criteria are
applied. This is the knee that will be treated with either CRFA or HA injection. Subjects may have
moderate osteoarthritis in the contralateral limb and still be included in the clinical trial; however, only one

knee may meet eligibility and be entered into the study.

8.4.3 Radiographic Evaluation
All subjects are required to have radiographic confirmation of arthritis (x-ray/MRI/CT) of OA grade of 2
(mild), 3 (moderate) or 4 (severe) noted within 6 months prior to study enroliment. OA grade will be
based on the classification system of Kellgren-Lawrence?? diagnosed by standard x-rays. Radiographic
evaluations will also be assessed at each subject’s Visit 6 (12 Month Visit) and at 24 months as

appropriate.

8.4.4 Subject Reported Clinical Symptoms of Chronic Knee Pain
All subjects are required to complete a Numeric Rating Scale?* (NRS) for pain at multiple points during
the clinical study. Subjects will be asked to rate their usual pain, worst pain, least pain, and current pain

in each knee at each time point. An NRS of = 6 (usual daily pain) for their index knee is required for

entrance in the study. An accurate assessment of NRS is critical at all points in the study, especially at

the 6-month visit, as this will be used as the primary endpoint of the study.

8.4.5 Combined Investigator/Subject Reported Outcomes
The WOMAC is a disease-specific validated outcomes instrument that is routinely used to evaluate the
overall condition of subjects with osteoarthritis of the knee?®. This instrument assesses pain, stiffness and

physical function subscales and requires inputs from both the subject and the investigator.

For study inclusion, WOMAC Knee Score group at baseline of Score of 2 or 3 (0 to 4 scale) on WOMAC
question A1 (pain while walking on flat surface) and a mean score of 1.5 to 3.5 on all five questions of the

WOMAC subscale A (pain) are required.
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8.4.6 Intraoperative Radiographic Assessment

An antero-posterior (AP) and lateral fluoroscopic views of the treated knee will be obtained
intraoperatively to confirm placement of the RF probes. The images must be captured on archive media

and maintained as described in section 6.6.4.

8.4.7 Post-Treatment Care
Unless there is an adverse event requiring further medical intervention, subjects will be discharged home
from the treatment facility on the day of the procedure with strict instructions for a caregiver or other
individual to drive them home. Subjects will be encouraged to refrain from strenuous activity for 48 hours
following both procedures. It is anticipated that subjects will feel some pain and discomfort at the site of
the procedure for up to 1-2 weeks following the procedure. Subjects will be instructed to use common
conservative therapy such as ice packs at the procedure site and may be prescribed analgesic
medication to decrease their discomfort, if needed. Subjects will be instructed to return to ambulation
based upon their own pain tolerance and using any modalities such as a cane that was employed prior to

the RF procedure.

8.4.8 Subject-Reported Quality of Life Outcome Measures
The EQ-5D-5L scale 2%, a validated instrument for subject quality of life and overall health status, will be
obtained at all visits. The EQ-5D-5L allows assessments of impact on healthcare systems to be

undertaken.

The Global Perceived Effect (GPE) scale?’, a validated instrument for subject quality of life outcomes, will
be used for this study. The GPE has been validated to measure health transitions in subjects with

musculoskeletal disorders such as osteoarthritis. The GPE will be obtained at all follow up visits.
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9 SCHEDULE OF ASSESSMENTS

Table 1: Schedule of Assessments

Extension Study
V1 V2 V3 V4 V5 W5A 2 V552 V5C * V& V7 VE
Index Cross- 1 Months |3 Months| 12 Months 18 24
Screenl | Procedure | 1 Month = 6 Over T Post Post (Tx Group) | Months | Months
Rand. Treatment Months | Months DA?fr— ; Cross- | Cross- | or 6 Months [Tx (Tx
(DAY = 0) { =0) Over Over |(Crossover)| Group) | Group)
Complete| Within 30 sy 0% | S0 [720-] 14
'mp Days | within | 30+-7 | 90414 | Daysor180 | 14 Days | Days
Within 60 Days of 30 +-T7 | 90 +-14
; from |+30 Days Days Days +f- from V2 | from V2
Days of |Randomizat| Days Days
ICF ion Treatme| from V5 |from VBA |from VBA| 14 Days from
nt V2/5A
Informed Consent X X kS
Inclusion/Exclusion X x! x!
Pregnancy Test (if applicable) X X X
Relevant Medical History X
Radiographic Exam W X X
Physical Exam X X X X X
Knee Exam X X X X X
Diagnestic Block Procedure X
Beck's Depression Index X
Mumeric Rating Scale X X X X X X X X X X
WONAC X X X X X X X X X b
EQ-5d X X X X X X X X X X
Healthcare Utlization X X X X X X X X X X X
Global Perceived Effect Score X X X X X X X X X
Randomization X
Coolief (CRFA) Applications X K
Viscozsupplementation (HA) Knee X
Injecticn
Adverse Event Assessment® X X X X X X X X
Concomitant Medication X X X X X % X
Assessment
Patient Stipend (if applicable) X X X X X X X

Werify continued eligibility

Crossover Subjects only. Visits 5B, 5C and 6 based off Visit 5A date for crossover subjects.
Includes BMI and vitals during exam at all visits.

Includes Concurrent Knee Procedures

Acceptable within 6 months of ICF

10 PROCEDURES BY VISIT
10.1 VISIT 1- Screening / Randomization

Perform the following assessments:

(1) Subject Selection / Informed Consent.

(2) Follow institutional standard protocol for confirming pregnancy status prior to treatment.
(3) Obtain demographic information and medical history.

(4) Assess subject radiographs for eligibility.

(5) Perform Physical Exam (including BMI and vital signs).

(6) Knee exam

(7) Obtain baseline Beck’s Depression Index (subject completed questionnaire).
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8
9

) Perform Numeric Rating Scale assessment for pain (subject completed questionnaire).
) Obtain a baseline WOMAC Score (subject completed questionnaire).

10) Obtain a baseline EQ-5D-5L Score (subject completed questionnaire).
11) Obtain Healthcare Utilization Form

12) Assess concomitant medications.

14) Verify subject eligibility and randomize subject.

Perform adverse event assessment (if screening visit occurs over more than one day)

(
(
(10)
(11)
(12)
(13) Verify that diagnostic block procedure was performed and confirm responder status.
(14)
(15)
(16) Assess concomitant medications.

(17)

15
16
17) Schedule Treatment visit

The screening procedures/visit can occur on more than one day, but must be concluded (patient should

be randomized) within 60 days of signing informed consent.

10.2 Visit 2 — Index Treatment (Day 0)
It is permissible that Visit 2 can occur on the same day as Visit 1/Randomization date, but it should occur
within 30 days from the date of randomization.
Perform the following assessments:
(1) Verify that subject continues to meet all eligibility criteria.
(2) Follow institutional standard protocol for confirming pregnancy status prior to treatment (if
applicable and >30 days since previous one)
Obtain Healthcare Utilization Form
Perform CRFA or HA injection procedure per section 6.6.4.
Perform adverse event assessment.
Assess for changes to concomitant medications.
Provide subject with perioperative care and at-home care instructions

Schedule next clinic visit

It is recommended (but not required) that the first several CRFA procedures at each site should be

proctored by a Avanos Medical clinical specialist to ensure procedural consistency between sites.

10.3 VISIT 3-6 — FOLLOW-UP ASSESSMENTS

Visit 3/1 Month Visit should occur at post-operative day 30 £ 7 days. Visit 4/3 Month Visit should occur at
post-operative day 90 £ 14 days. Visit 5/6 Month Visit should occur at post-operative day 180 + 14 days.
Visit 6 should occur at post-operative day 360 + 14 days.
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Perform the following assessments:
(1) Subjects will return at months 1, 3, 6 and 12 after the procedure within the allowable follow-up
intervals described above.

2
3
4
5
6

(2) Obtain a Numeric Rating Scale for pain (subject completed questionnaire).
(3)
(4)
(5)
(6)
(7) Perform Physical Exam including BMI and vital signs (Visits 5 and 6 only).
(8)
(9)
(10
(11
(

Obtain WOMAC Score (subject completed questionnaire).
Obtain an EQ-5D-5L Assessment (subject completed questionnaire).
Obtain a Global Perceived Effect Score (subject completed questionnaire).

Obtain Healthcare Utilization Form

8
9

Perform Knee Exam (Visits 5 and 6 only).
Perform adverse event assessment.

10) Assess concomitant medications.
11) Schedule next clinic visit.

12) Collect and assess Radiographs (Visit 6 only).

10.4 VISIT 7-8 — LONG TERM FOLLOW-UP ASSESSMENTS

These visits are only available to those subjects who originally received CRFA at Visit 2 and who signed
the informed consent to continue participation in the study. Visit 7/18 Month Visit should occur at post-

operative day 540 + 14 days and Visit 8/24 Month Visit should occur at post-operative day 720 + 14 days.

Perform the following assessments:

1) Obtain Informed consent (only at Visit 7).
2
3
4
5
6

) Obtain a Numeric Rating Scale for pain (subject completed questionnaire).
)
)
)

)
7) Perform Physical Exam including BMI and vital signs.
)

)
0
1

Obtain WOMAC Score (subject completed questionnaire).
Obtain an EQ-5D-5L Assessment (subject completed questionnaire).
Obtain a Global Perceived Effect Score (subject completed questionnaire).

Obtain Healthcare Utilization Form.

8
9

Perform Knee Exam.

Perform adverse event assessment.
10) Assess concomitant medications.

1

12) Collect and assess Radiographs (only at Visit 8).

) Schedule next clinic visit (only at Visit 7).

(
(
(
(
(
(
(
(
(
(
(
(
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10.5 DISCONTINUATION / EARLY TERMINATION (ET)
Subjects may withdraw from the study at any time for any reason. Early terminations can occur under the
following circumstances:

1. Subject withdraws consent.

2. Subject receives an additional procedure on their index knee.

3. Investigator withdraws the subject for any reason following discussion with the sponsor.

4. Investigator withdraws the subject immediately for emergent safety issues and reverts to

institutional standards-of-care.

If it becomes necessary to exit the subject from the study early, the following exit procedures should be
conducted if at all possible:
1) Obtain a Numeric Rating Scale for pain (subject completed questionnaire).
2
3
4
5

(

(2) Obtain WOMAC Score (subject completed questionnaire).
3)

(4)

(%)

(6) Collect and assess Radiographs
(7)

(8)

(9)

(10

Obtain an EQ-5D-5L Assessment (subject completed questionnaire).
Obtain a Global Perceived Effect Score (subject completed questionnaire).
Obtain Healthcare Utilization Form

7
8
9

10) Assess concomitant medications.

Perform Physical Exam including BMI and vital signs
Perform Knee Exam

Perform adverse event assessment.

The study may be terminated by the sponsor at any time for any reason. If a subject is withdrawn or the

study is terminated, investigators will revert to institutional standards-of-care.

10.6 Crossover visit (visit 5a)

Only subjects initially randomized to the control group (HA injection) who remain in significant pain at
Visit 5 are eligible to receive crossover. Significant pain is defined as pain substantial enough to warrant
receipt of a minimally invasive procedure (i.e., CRFA) per the investigators and subject assessment.
Subjects do not need to formally requalify for the study to receive crossover per the inclusion/exclusion
criteria; however, confirmation and documentation is needed that subjects remain a medically

appropriate candidate for the CRFA procedure in order to be eligible.

Prior to receiving the Crossover procedure, the subject should be reminded of the risks of the CRFA
procedure as described in section 4.6 and should sign the Crossover section of the informed consent
document as noted in Section 8.2.
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If the subject is still receiving relief from the HA injection at the time of this visit and/or is not medically
appropriate for the CRFA procedure or elects not to Crossover, the subject should not receive crossover

treatment and should continue to complete Visit 6.

It is anticipated that the Crossover procedure will occur on a different day than the 6 Month visit (Visit 5);
however, it is allowable to perform the procedure on the same day if the Visit 5 items are completed first.
Otherwise, the crossover treatment should occur within 30 days of Visit 5. If Visit 5A occurs on the same
day as Visit 5, overlapping assessments noted below that were completed as part of Visit 5 do not need

to be re-done (i.e., NRS, WOMAC, Healthcare Utilization, etc.).

If a subject choses crossover, the timing of their follow up visits (5B, 5C and 6) will now be based off their
Visit 5A treatment date. Visit 5B/1 Month Visit should occur at post-operative day 30 + 7 days. Visit 5C/3
Month Visit should occur at post-operative day 90 + 14 days and the 6 Month Visit/Visit 6 should occur at
post-operative day 180 + 14 days.

At the Crossover Visit, the following assessments must be performed.
1
2
3
4
5

Verify Crossover consent was obtained

Verify and document that the subject remains medically appropriate for the procedure.
Obtain a Numeric Rating Scale for pain (subject completed questionnaire).

Obtain WOMAC Score (subject completed questionnaire).

Obtain an EQ-5D-5L Assessment (subject completed questionnaire).

Obtain Healthcare Utilization Form
8
9

If applicable, follow site standard procedures for confirming pregnancy status prior to treatment.
Perform CRFA procedure per section 6.6.4.

)
)
)
)
)
6) Obtain a Global Perceived Effect Score (subject completed questionnaire).
)
)
)
0) Perform adverse event assessment.
1

(
(
(
(
(
(
(7
(
(
(
(
(
(

1
11) Assess concomitant medications.
12

13) Schedule next clinic visits (1, 3, and 6 months as noted above).

Provide subject with perioperative care and at home care instructions.

)
)
)
)

11 ADVERSE EVENT REPORTING
11.1 ADVERSE EVENTS (AE) ASSESSMENT

Subjects should be instructed to contact the Investigator (or designee) immediately if an AE occurs. At

each visit, the investigator (or authorized designee) should further query the subject to determine if any
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new adverse events have occurred. Adverse Events will be assessed from the time the subject signs

consent until study exit. All adverse events must be reported according to the following procedure.

Sites will be instructed to follow their normal /routine processes for adverse event reporting of post market
products to the FDA per 803.20 — Individual Adverse Event Reports, however; related events that result in
death, serious injury or malfunction that could cause death or serious injury will be specifically monitored

for. As an additional measure of control, the sponsor will periodically review reported events as described

in section 11.6 looking for items that meet the reporting criteria.

11.1.1 Definitions and Classification
Adverse Event (AE):

Any untoward medical occurrence that occurs in a subject or clinical investigation subject using a study

device including any unfavorable and unintended sign (including abnormal laboratory finding), symptom,
or disease temporally associated with the use of the study device, whether or not considered related to
the device.

Treatment Emergent Adverse Event (TEAE):

An AE that begins or worsens in severity after the subject has used at least one study device

Non-Treatment Emergent Adverse Event:

An AE that begins or worsens in severity between the time that the consent form is signed and

the first use of the study device

Serious Adverse Event (SAE):

A Serious Adverse Event is defined as any untoward medical occurrence that falls into one of the

following categories:
A. Results in death
B. Is life threatening, meaning that the subject is at risk of death at the time of the event; this

does not mean that the event hypothetically might have caused death if it were more

severe.

C. Requires inpatient hospitalization or prolongation of existing hospitalization

D. Results in persistent or significant disability or incapacity

E. Is a congenital anomaly or birth defect in a subject’s fetus or baby

F. Is an important medical event that may not be immediately life-threatening or result in
death or hospitalization, but that may jeopardize the subject or require intervention to
prevent one of the above outcomes. Examples of such events are intensive treatment in
an emergency room or at home for allergic bronchospasm, blood dyscrasias, or
convulsions that do not result in hospitalization.
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Unanticipated Adverse Device Effect (UADE):

Any serious adverse effect on health or safety or any life-threatening problem or death cause by, or

associated with, a device, if that effect, problem or death was not previously identified in nature, severity,
or degree of incidence in the investigational plan or application, or any other unanticipated serious

problem associated with the device that relates to the rights, safety, or welfare of subjects.

11.2 SEVERITY OF ADVERSE EVENTS

The Investigator (or authorized delegate) will assess the severity of each AE based on the following

definitions:

Severity | Definition

Mild An AE in which the subject is aware of signs or symptoms, but which does not interfere with
the subject’s usual activities of daily living, or is transient and resolves without treatment or

sequelae

Moderate | A sign or symptom which interferes with the subject’s usual activities of daily living or

requires treatment

Severe An AE that results in incapacity with inability to do work or do usual activities of daily living.

Severe AEs require treatment or medical intervention to resolve

11.3 RELATIONSHIP OF ADVERSE EVENTS

For each AE, the Investigator (or qualified delegate) will assess the causality/relationship to the

investigational device according to the following criteria:

Relatedness Definition

Unrelated A clearly evident relationship to other etiologies, such as concomitant medications

or conditions or subject’s known clinical state

Unlikely Based upon available information regarding subject history or disease process,

relationship of adverse event to test article(s) is unlikely

Possible The association of the AE with the test article is unknown; other etiologies are also

possible
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Probable A reasonable temporal sequence of the AE with test article administration exists
and based upon the medical professional’s clinical experience, the association of

the AE with the test article seems likely

Definite A causal relationship exists between the test article and the AE, and other
conditions (e.g., concomitant iliness, progression or expression of the disease state,

reaction to concomitant medications) do not appear to explain the AE

For AE’s, the most likely cause (e.g., disease under treatment, concomitant disease, concomitant
medication, other) will be indicated on the eCRF with details of the concomitant disease or medication or

other cause.

11.4 REPORTING ADVERSE EVENTS

A. All AEs must be recorded in the subject’s medical record and the appropriate eCRF. The
description of the AE will identify the date of onset, date of remission, severity, causal
relationship to the study product, action taken along with the results of any diagnostic
procedures or laboratory tests, all treatments that were required and the outcome of the

event.

B. The Investigator will follow all study device related AEs until there is a return to baseline or
until a clinically satisfactory resolution is achieved.

11.5 REPORTING SERIOUS ADVERSE EVENTS

The Investigator must report any SAE to the Sponsor within 24 hours of becoming aware of the event. All
deaths, whether or not considered study-related, must be reported immediately to the Sponsor with a

copy of the autopsy report and death certificate provided when and if available.

SERIOUS ADVERSE EVENT REPORTING INSTRUCTIONS
Dr. Hilton Kaplan, MBBCh FCSSA PhD
Medical Monitor
Telephone Number: 646-499-0132

Email: Hilton.Kaplan@avanos.com

Fax/Scan the Serious Adverse Event form and supporting documentation to

(678) 669-2791 within 24 hours of becoming aware of a Serious Adverse Event.

Version #: 4.0 Page 35 of 62
Version Date: 28Mar19



AVANOS
Genicular Nerve Lesion Study

Confidential Protocol # 105-17-0001

The Investigator and the Sponsor will review each SAE report to evaluate the seriousness and the causal
relationship of the event to study device. In addition, the Sponsor will determine if that effect, problem, or
death was not previously identified in nature, severity, or degree of incidence in the investigational plan.
Based on the Investigator and Sponsor’s assessment of the event, a decision will be made concerning

the need for further action.

All SAEs will be captured from signing of informed consent throughout the study. The Investigator must

notify the IRB in writing of all SAEs in accordance with IRB requirements.

11.6 CLINICAL SAFETY MONITORING
Avanos Medical’s Medical Director will conduct periodic safety monitoring and oversight throughout the
course of the study by reviewing all Serious Adverse Event reports, conducting Adverse Event listing

reviews, and monitoring post-market surveillance reports.

Upon receipt of any Serious Adverse Event (SAE) report at Avanos Medical, the medical monitor will
review the SAE report for completeness and when necessary, will request clarification and/or additional
information from the investigator. The designated medical monitor is responsible for reviewing the
investigator's assessment and classification of each event. If the designated medical monitor disagrees
with the investigator’s classification of the event, the rationale will be provided to the investigator. If the
investigator agrees with the designated medical monitor, the subject’s Adverse Event Report Form will be
updated accordingly. If the investigator does not agree with the designated medical monitor classification,
both determinations will be documented within the study report. However, the Avanos Medical

determination will be used for analysis purposes.

Given the ‘Exempt’ status of this study, Avanos Medical has determined that a Data Monitoring
Committee (or DSMB) is not required based on the FDA guidance document, “Establishment and

Operation of Clinical Trial Data Monitoring Committees”.

12 STATISTICAL METHODS AND DATA ANALYSIS
Prior to initiation of the analysis, a stand-alone Statistical Analysis Plan (SAP) will be prepared, which will
provide detailed methods for the analyses outlined below. Any deviations from the planned analyses will

be described and justified in the final integrated study report.

The primary analysis is planned when the last enrolled subject completes the 6-month follow-up visit. The
subjects will continue to be followed through 12 months, and a final analysis is planned at the conclusion

of the study after the last subject completes the 12-month follow-up visit.
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An additional analysis will be conducted once the last subject completes the extension study to analyze

data collected at 18 and 24 months.

12.1 DETERMINATION OF SAMPLE SIZE

A non-inferiority approach on response rate was used to estimate the sample size for this study, with
“response” defined as = 50% reduction in pain on the NRS scale from baseline. The upper bound of a 2-
sided 95% CI will be calculated for the rate difference between treatments (Standard minus Test). If the
upper bound is less than (8), then “non-inferiority” is achieved for the test treatment relative to standard

treatment, as described in the table below:

Success Rate of CRFA Success Rate of Non-Inferiority Sample Size
(based on 50% Pain Standard (Based on Margin () 5% Level of Significance
Score Reduction in VAS) | 30% Pain Score (2-sided)
Reduction in VAS) 90% Statistical Power
62%* 40%** 5% 134

* - 4 Davis, et al, RAPM 2017, In Press /FDA clearance K163461

** .5 Chevalier, X et al. “Single, intra-articular treatment with 6 ml Hylan G-F 20 in patients with symptomatic primary

osteoarthritis of the knee: a randomized, multi-center, double-blind, placebo controlled trial” Ann Rheum Dis 2010 69: 113-119.

Assuming an attrition rate of 20%, 168 subjects enrolled into the study will yield 134 completers.

12.1.1 Disposition of Subjects
The number and percentage of subjects entering the study will be presented. Reasons for any screen
failures and/or early terminations will be summarized. A flow chart will present the aggregate disposition
of subjects from Visit 1 (Screening Visit) through the final 24-month visit, including all subjects who cross

over from the viscosupplementation injection group to the CRFA denervation group.

12.1.2 Protocol Deviations
Deviations from the protocol, including violations of inclusion/exclusion criteria, will be assessed as
“minor” or “major” by the sponsor prior to database lock and analysis. Major deviations from the protocol

will lead to the exclusion of a subject from the Per-Protocol Set.

Certain clinical situations may require waivers for the safety of the subjects enrolled, integrity of the data
or scheduling conflicts. Any waiver request will be reviewed on an independent basis and must be
documented in writing prior to the event occurrence. Clinical decisions will be made by the medical

monitor.
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12.2 DATASET DEFINITIONS
12.2.1 Safety Set

All randomized subjects who receive CRFA or HA injection treatment will be included in the safety

analyses.

12.2.2 Full-Analysis Set
All randomized subjects will be analyzed following the principle of intention-to-treat (ITT) provided they

received CRFA or HA injection treatment and had at least one effectiveness observation.

12.2.3 Per-Protocol Set
All randomized subjects who are compliant with the study protocol (i.e., who do not experience any major
protocol deviations) and who receive CRFA or HA injection treatment and have at least one effectiveness

observation will be included in the Per-protocol Set.

The primary effectiveness endpoint analysis will be based on the Full Analysis Set, although a secondary
analysis will also be performed based upon the Per-Protocol Set (if there are differences), to assess the
sensitivity of the analysis to the choice of analysis population. The analyses of all other endpoints will be
based upon the Full Analysis Set only unless otherwise stated in the SAP. All safety analyses will be

based upon the Safety Set.

Crossover subjects that continue to meet all Inclusion/Exclusion criteria will be included in the Per-
protocol Set, and may be combined with CRFA randomized subjects for purposes of overall assessment
of the CRFA procedure.

12.3 EFFECTIVENESS PARAMETER
12.3.1 Primary Effectiveness Parameter
The primary effectiveness parameter is defined as the proportion of subjects whose knee pain is reduced

from baseline by = 50% based on the Numeric Rating Scale (NRS) at the 6-month visit.

12.3.2 Secondary Effectiveness Parameters
Secondary Effectiveness Endpoint 1: The proportion of subjects whose knee pain is reduced from
baseline by = 50% based on the Numeric Rating Scale (NRS) at the 12-month visit.

Secondary Effectiveness Endpoint 2: The change in the WOMAC Score from baseline to the 6 month visit

and 12-month visit.
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12.3.3 Tertiary Effectiveness Parameter
Tertiary effectiveness endpoint 1: The change in measured EQ-5D-5L scale from baseline at the 6-month

visit and 12-month visit.

Tertiary effectiveness endpoint 2: The measured Global Perceived Effect scale at the 6-month visit and
12-month visit.

12.3.4 Exploratory Analysis
Other variables of interest, which include, but are not limited to, WOMAC subscale analysis (pain,
stiffness, physical function), change in pain medication usage from baseline as measured by subject self-
reported average daily dosage, healthcare utilization, and change in weight from baseline, will be

summarized at various visit intervals as discussed below in section 12.5.

In addition, the endpoints listed above will also be summarized at 18 and 24 months post treatment.

12.4 GENERAL CONSIDERATIONS

All statistical tests will be two-sided and will be performed at the 5% level of significance, unless otherwise
stated in the statistical analysis plan (SAP). Continuous data will be summarized by randomized device
assignment and other subset (center, age, etc.) groupings using descriptive statistics (number, mean,
median, standard deviation [SD], minimum, and maximum). Categorical data will be summarized by
randomized device assignment and other subset groupings using frequency tables (frequencies,
percentages, confidence intervals). The natural log transformation will be applied to variables which are
highly skewed. If the model assumptions for the ANOVA are not met, transformation of the data or non-

parametric analysis may be implemented.

12.5 DEMOGRAPHICS, BASELINE CHARACTERISTICS, AND CONCOMITANT
MEDICATIONS

Demographic data, medical history, and concomitant medications will be summarized by means of

descriptive statistics.
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12.6 EFFECTIVENESS ANALYSES
12.6.1 Primary Effectiveness Analysis

The primary efficacy parameter is the response rate which is defined as the proportion of subjects whose
knee pain is reduced from baseline by = 50% based on the NRS scale at 6 months after treatment.

Each subject’s response to the treatment will be treated as an independent binomial event:

Ho: T1c - 17 = 0.05

Ha: T1c - mr< 0.05

Where:

IMr: proportion of subjects with = 50% decrease from baseline in NRS pain score from baseline at the 6
months post randomization in the CRFA group
MMc: proportion of subjects with = than 50% decrease from baseline in NRS score from Screening at the 6

months post randomization in the HA injection group

The non-inferiority margin is set at 5% for the primary efficacy parameter expressed as proportion. The
difference of proportions between treatment groups will be calculated and a two sided 95% confidence
interval will be constructed using Wald asymptotic confidence limits approach or exact binomial limits
approach. If the upper bound is less than 0.05, then ‘Non-inferiority’ is established for the CRFA group
relative to the HA injection group. If, in addition, the upper bound of the confidence interval is below zero,

the CRFA group can be determined to be ‘Superior’ to the HA injection group.

Treatment by study center interaction may be examined graphically across study center to determine the
association between treatment and response rate is in the same direction or using logistic regression with
response rate at 6 months as the response variable, and the study center, treatment group, study center

by treatment group interaction as predictor variables in the model.

12.6.2 Secondary Effectiveness Analysis

If the null hypothesis is rejected for the primary endpoint, i.e., CRFA is concluded to be either non-inferior
or superior to the HA injection, the secondary endpoints will be compared between treatment groups as
detailed below.

12.6.2.1 Knee Pain Reduction
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The proportion of subjects whose knee pain is reduced from baseline by = 50% based on the Numeric
Rating Scale (NRS) at the 12 month will be calculated and compared between the two treatment groups
and within each group as described in section 12.7.1 for the primary endpoint. The method for controlling

the secondary endpoint familywise error rate will be detailed in the SAP.

12.6.2.2 WOMAC
The change in the WOMAC Score from baseline to the 6 month and 12 month visits will be calculated and

compared between the two treatment groups:

Ho: p1 = p2
Ha: p1 # P2
Where:

p1: mean of WOMAC Score change between the Baseline and the Follow-Up at 6 months and 12 months
for the CRFA group
M2: mean of WOMAC Score change between the Baseline and the Follow-Up at 6 months and 12 months

for the HA injection group

Analysis of variance (ANOVA) with treatment as fixed effect and study center as block effect on changes
in the WOMAC between the Baseline and the Follow-Up at 6 months and 12 months separately will be

performed for the comparison of the CRFA with the HA injection groups.

Treatment by study center interaction may be examined using analysis of variance (ANOVA) with
treatment, study center and treatment by study center interaction effects on changes in the WOMAC

between the baseline and the Follow-Up at 6 months and 12 months in the model.

12.6.3 Tertiary Effectiveness Analysis
The change in the EQ-5D-5L Score from baseline to the 6 month and 12 month visits will be calculated

and compared between the two treatment groups:

Ho: p1 = Y2
Ha: g1 7= p2

Where:
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M1 mean of EQ-5D-5L Score change between the Baseline and the Follow-Up at 6 months and 12
months for the CRFA group
M2 mean of EQ-5D-5L Score change between the Baseline and the Follow-Up at 6 months and 12

months for the HA injection group

Analysis of variance (ANOVA) with treatment as fixed effect and study center as block effect on changes
in the EQ-5D-5L Score between the Baseline and the Follow-Up at 6 months and 12 months separately

will be performed for the comparison of the CRFA with the HA injection groups.

Treatment by study center interaction may be examined using analysis of variance (ANOVA) with
treatment, study center and treatment by study center interaction effects on changes in the EQ-5D-5L

Score between the baseline and the Follow-Up at 6 months and 12 months in the model.

The GPE scale at the 6 month and 12 month visit will be calculated and compared between the two

treatment groups:

Ho: p1 = p2
Ha: p1 # P2
Where:

p1: mean of GPE score at 6 months and 12 month for CRFA group

p2: mean of GPE score at 6 months and 12 month for the HA injection group

Analysis of variance (ANOVA) with treatment as fixed effect and center as block effect on the GPE score
at 6 months and 12 months separately will be performed for the comparison of the CRFA with the HA

injection groups.

Treatment by study center interaction may be examined using analysis of variance (ANOVA) with
treatment, study center and treatment by study center interaction on the GPE score at the Follow-Up at 6

months and 12 months in the model.

12.7 SAFETY ANALYSES
12.7.1 Safety Parameter

All adverse events that occur during the study will be recorded per the protocol definitions. An overall

adverse event rate will be summarized for both treatment groups.
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12.7.2 Method of Analysis
Adverse events occurring during the study will be tabulated by body system, severity, and Investigator
reported relationship to the study device. Any deaths or serious device associated AEs will be
summarized. From enrolliment to follow up visit at 6 months, adverse events will be stratified by subjects
randomization assignment. After follow up visit at 6 months to follow up visit at 12 months (end of study),

adverse events will be stratified among subject status between CRFA, HA and Crossover.

12.8 HANDLING OF MISSING DATA

For the primary outcomes using the full analysis set, last observation carried forward (LOCF) procedures
may be used to impute missing data. A sensitivity analysis will be performed to evaluate the effect of
assumption of imputation. For the secondary outcomes and safety analysis, missing data will not be

imputed.

13 ETHICAL, ADMINISTRATIVE, AND REGULATORY OBLIGATIONS

13.1 INDEPENDENT ETHICS COMMITTEE (IEC) OR INSTITUTIONAL REVIEW
BOARD (IRB)

The study protocol, ICF document(s), subject recruitment materials, and any amendments must be
submitted to and approved by the IRB/IEC prior to enrolling subjects. The IRB must be operating in
compliance with 21CFR Part 56.

13.2 HEALTH INSURANCE PORTABILITY AND ACCOUNTABILITY ACT (HIPAA)
In accordance with the Health Insurance Portability and Accountability Act (HIPAA) of 1996, the
Investigator must obtain authorization from the subject to use and/or disclose protected health information
(PHI). HIPAA authorization may be obtained as part of the ICF or in a separate document. HIPAA
authorization must include:

A. Identification of the parties that can use and disclose the PHI
Identification of the parties to whom the PHI may be disclosed
A meaningful description of the PHI
A description of each purpose for the use and disclosure
Information about the subject’s rights related to the authorization
Information about the expiration of the authorization

Instructions on how to revoke the authorization

I OGmMmoOOoO W

A statement about what may happen if the authorization is not signed

A warning that once information has been released, it may be released again without further

authorization
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14 DATA AND QUALITY MANAGEMENT
All data obtained during this study will be entered into a 21 CFR 11 compliant Electronic Data Capture
(EDC) system. All eCRF data must be supported by source documentation in the subject’s

medical/research record.

The sponsor will designate a qualified Monitor (CRA) to verify that study data are supported by adequate
source documentation and are complete, accurate, and verifiable. Instances of inconsistent, missing or

illogical data will be communicated to the Investigator or study coordinator and queried for resolution.

Site personnel will enter all data into the EDC system. The specific procedures for using the EDC
system, including, but not limited to, entering and editing eCRF data and reviewing and resolving queries
will be provided to investigative sites during training sessions and a training manual.

A Data Management Plan prepared by the sponsor will document the specifications for consistency and
plausibility checks. Queries/corrections will be managed within the EDC system via the ‘query process.’

Prior to database lock, the Principal Investigator must electronically sign each eCRF.

15 RECORDS RETENTION AND ARCHIVAL

Study records must be maintained for a period of 2 years after the later of the following two dates: The
date on which the investigation is terminated or completed, or the date that the records are no longer
required for purposes of supporting a premarket approval application or a notice of completion of a
product development protocol. Prior approval by the study sponsor is required before destroying or
moving any study records off site.

After database lock, a CD or other electronic media containing a copy of the eCRF data will be provided

to the investigator and must be maintained in the Trial Master File.

All source worksheets/documents, records, and reports must be retained by the study site in accordance
with 21 CFR 812.140. All primary data or copies thereof (e.g., laboratory records, source documents,
data sheets, correspondence, photographs, and computer records), which are a result of the original
study observations, and are necessary for the reconstruction and evaluation of any study report, must be
retained at the study site until otherwise notified by the Sponsor. Please contact Avanos Medical before

archiving / destroying any study records.

16 MONITORING AND AUDITING

Avanos Medical will assign a qualified Monitor (CRA) to each site. The Monitor will visit the site at regular

intervals throughout the study and at study completion to assess:

A. Compliance with applicable regulations and Good Clinical Practices
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B. Adherence to the study protocol
C. Adequacy and accuracy of record keeping and source documentation
D. Acceptability of storage of clinical trial materials and accountability of test articles

E. Accuracy of eCRF data
Medical records for all subjects participating in the trial, eCRFs and study related documents (IRB
approval, Instructions for use, correspondence pertaining to the trial, etc.) must be made available to
monitor at each visit and upon request. The sponsor will create a Monitoring plan that outlines the

anticipated schedule, processes, and expectations.

Avanos Medical, the IRB or regulatory authorities may also audit the study center to evaluate the conduct
of the study. The clinical Investigator(s)/institutions(s) shall allow trial related monitoring, audits, IRB

review and regulatory inspections by providing direct access to source worksheets/documents.

17 STUDY / SITE TERMINATION
Avanos Medical reserves the right to terminate the study or a study site at any time. Acceptable reasons

for termination may include but are not limited to:

¢ Non-compliance with the Investigational Plan, Protocol, Regulatory Obligations, etc.

e Administrative Reasons

18 PUBLICATION PLAN

Avanos Medical will devise a plan for communications and publications regarding the study (primary,

secondary, and extension objectives, sub analysis) and sub studies.

18.1  GENERALITIES
The publication policy described below applies for all publications related to this study.
e The agreement of Avanos Medical is mandatory before any submission made before the
publication of any paper.
e Sub-investigators participating in the study may be listed on the paper at the discretion of the
Steering Committee.
e Co-authors’ order in the Authorship list will be submitted to each journal per journal-specific
requirements; journal guidelines on the number of allowable authors will be followed.

¢ Avanos Medical must be cited in all publications where appropriate.

18.2 STEERING COMMITTEE

A Steering Committee will be established and will be responsible for assisting and guiding publication(s)

of study results. The steering committee should consist of one or more clinicians qualified by experience.
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The chair of the steering committee is the study Principal Investigator. If the study Principal Investigator
leaves that role during the study, the steering committee will decide upon a replacement. A minimum of
one Avanos Medical employee will facilitate the steering committee interaction. Members may be added
or removed from the steering committee at any time as needs change or previously agreed to timelines

get missed.

18.3 AUTHORSHIP CRITERIA
Authors for all publications should be qualified by experience and have participated in the clinical trial as
an enrolling investigator or be a consultant responsible for key elements of the study process (e.g.

protocol design, results interpretation, clinical strategy, etc.).

Lead Principal Investigator will be listed as the lead author, the Steering Committee will be represented,
then authorship order will be determined by enrollment ranking pending journal allowances. Enroliment is
defined as the number of patients who successfully reached the primary objective taking into account
major data quality issues. A Working Group will be created which may allow for inclusion of participating
investigators or referring sub-investigators who provided significant scientific contribution leading to the

successful conduct of the trial.

18.4 PRIMARY PRESENTATIONS

Study presentations occurring at a public conference or meeting. Author affiliation with the associated
society will be taken into account as part of the decision-making process for choosing presenters.

¢ Primary speaker: Principal investigator of the study shall have first right of refusal.

o Secondary speaker or back-up speaker: if more than one speaker is necessary or the
principal investigator of the study is not available, the principal investigator of the highest
enrolling center will be given the next priority, and so on. If neither of the first two options are

available or interested, a steering committee member will be chosen.

Speakers for subsequent presentations can be any of the authors noted and should be confirmed by the

steering committee.
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APPENDIX 1 — COOLIEF* INSTRUCTIONS FOR USE
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HALYARD* COOLIEF* Cooled Radiofrequency Kit
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Device Description

HALYARD® COOLIEF® Cooled Radiofrequency Sterile Tube Kit (stzrilo,
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During power dalivery, the patient should not be allowed to comein
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through the Tube Kit, water 15 leaking or air bubbies are seen in the fubang.
Immediztoly stop the procadure and comact deoulation before restarting
the procadurz.
Do BOT pinch the tubing af the Tube Kit
HALYARD™ COOLIEF* Cooled Radiofrequency Introducer
B carefil whilz handling the C0OLIEF* Introducer. The sharp tp an Gusa
Injury to the operator if handled carelssly
Handle the Intnoducer safely when It is In use due to slacinic cuments.,
Do not move the Infroducer without the stylet fully Insartad.
(heose the property sized Introducer.
HALYARD™ COOLIEF® Cooled Radiofrequency Probe
The Tube Kit should never be disconnecied from the Prabe when RF delivery
I5 In progress. The lwmen of the Tube Kitshould not be obstructed In any way
g the procedure, 5 this will stop cosling of the Probe.
Ditsconnect the Probe by pulling the connectar, not the cabla.
Handle the Probe safely when It In use due to elactric currents and the
hot tip.
While Inserting the Probe through the Introdwcer watch the fluarscope for
any buckling. Donot zttempt to further Insert the Probe if any buckling &
observed or significant resistanca Is falt.
Do not move the Introducer when the Probe is In It. if repositioning ks
neseded, retract the Probe from the Introducer and then repesition the

T#. .U
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Introducer with the stylet iserted.

The “(oaled RF Temg” displayed on the (DOLIEF® RF Generztor refers o the
copled slactrode temperature and not the hottest dssue iemperature.

Adverse Events

5. Atthe end of the procedure, discard the Tube Kit appropriately.
HALYARD® COOLIEF® Coaled Radiofrequency Introducer

1. Wath thestylet In the COOLIEF* Introducer, carefully insert the Infroducer
Into the patient wsing fuorascoplc guedance to place 1T 31 the desed

leston location.
Potential complications associzted with the use of this device include but are
not mited to: Infaction, nerve damage, Indezsad pain, visceral injury, faure of L #ﬁg:mm;h In the proper pasition, carefly ramove the stylet

technique, paralysss, and death.

Product Spedifications

The COOLIEF* Probe Is comprised of an electrically Insulzted shaft with an active
tip thiat functions a5 an electmde for RF energy dalivery, a handle, tubes with luer
locks and 2 cable with a 7-pin connecior.

The COOLIEF* Introducer includes an Inslated stainless steel canmula 2nd 2
stylet.

The CONLIEF* Tube Kit s comprised of 3 burettz and flexble iubing fittad with
Iuer lodks for connection to the Probe.

The CONLIEF* Prode, Introduces, and Tube Kit are ethylene axide sterlized and
suppliad sterile. The devices should be stored In  cool, dry environment.
Nate: Pliagwe anfact Halyard Health for a ist of @l maae! nombers and slzes.

Inspection Prior To Use

The starika paciaging should be visually inspected prior o use to detect any
ompromise. Ensure that the packaging has not been apened or dzmaged. Do
niot use the equipment If the packaging has been compromised.

Equipment Required
Procedures should be performed in 2 specizlized clinical setting equippsd with a
ﬂwmrmmmqwmmmlmdlupermrmm procedures mdude
(DOLIEF* Cooled Radiofrequency Probe
(OOLIEF* Cooled Radiofrequency Introducer(s)
COOLIEF* Cooled Radiofrequency Peristaltic Pump Unit and Cabla
COOLIEF* Cooled Radiofrequency Sterfle Tube Kit
COOLIEF* Cooled Radiofrequency Connector Cabiz (Monopolar System) or
(OOLIEF* Mudti-Cooled Radiafrequency {MCRF) Module (CRY-BAY-MCEF)
DMspersive Hectrode

(O0LIEF* Radsofrequency Generator (PMG-115-TDVPMG-230-TY
PMGC-ADNANCED)

Instructions for Use
Monopolar System (Fig. 12— 1e)

PROBLEM TROUBLESHOOTING
Assembile all the equipment raguirad for the procedure. Set up the CODLIEF*
Radiofrequency Generator (PMG-115-TD/PMG-230-TDVPMG-ADVANCED) znd the Ho temperature Ensue 2l connections ars made:
COOLIEF* Pump Unit (pumg), as diracted In thelr Instructions for Use. Connect maasurement « [DOLIEF* Pr 10 COOLIEE* Coolad RE
the COOLIEF® Cooled RF Conmector Cable to the RF Genesator 2s desrbed n s oR CIOLER Protels o
Insiractions for Lse. Inacurate, ematic or Cooled AF Connecior Cablto the
[pen the package In the sterle field wing apprapriate sterile techmiques. Inspect sluggish tamperature (OOLIEF* BF Mmm r ¢
the dewces visually to make sure thera ts no damage to them. Do ROT perform reading BE Gianerator t
e outlet
e procecure Wit any damaged equipment m@ctfumamrmmsa on the RF
HALYARD* Cooled Radiofrequency Sterile Tube Kit (Fig. 2) Conaraior e
1. Place the burette mto the busette holder an the side of the Pump Unit. Wswally Inspect the Proba or Cablefor
The side of the burette with two or three ports Indicates the top of the damage. Ersure that devices are dry 2nd
burette. (Fig. 3} at room femperature. If peoblem persists,
2. Fill the burette with room temperztuee sterile watar, Lse starile handling discomnye wse.
tachniques. Al the buretie to the 70 mL mark. Bursfte can be filled s not flow Stop the pocadise ately
by Injecting sterile water through a port in the Iid, or by temporariy Watar immad
remowing the lid and pouring sterile water . through the COOLIEF Check the luer lock connactions o ensure
Wamning: BE SURE TO FILL THE BURETTE T0 THE 70 mL MARK. Probe and Tube Kit the Tuibe Kt 1s conniected o the Probe.
Hot filling the burette to the 70 mL mark will resultin an Check the Pump fo ensure the lid 15
inadequate supply of water for drculation. nid open.
Usa OMLY sterila, room temparatura water. (Check RF Generator for ny ermor
Ensure the lid is snapped back onto the body of the burette MESEH0E.
after filling. {Figs. 4-5)
Imjact steriba water Into burstte OR rmove l1d and pour sterile water, Probe Connector does Check that the connector's keys are lined
3. Place the thick-walld tibéng coming out of the bottom of the buretie not fitin Probe Plug-in UupIn the proper orentztion.
Ity the pumphead of the Pump Unit. Flace the tubing in the channels Ensure that the Connectors are dean and
of the L-shaped bradet to ensure that the fubing 1s not abstnected while urwbsstncted.
dasing the i Close the lid on the fo dampd
m.ﬁmﬁmm 0se the d o the pumphesd to damp down Damage to Insulation | Donot use. Discasd immeiately.
4. Remove the caps on the male and female her ocks. Connect he e Probeor
appropeiate heer lock to the comesponding leer bodk on the COOLIEF*

Probe. Dia not over tighten the connection. (Fig. 6)
(aution: Conmect one Tube KIt toane Probe. (Fig. 7)

3. Piepeat steps 1-2 with a sacond Introducer i necessary.

HALYARD® COOLIEF" Cooled Radiofrequency Probe

1. Insert the COOLIEF® Probes Into the tissue through the Introduces. Never
fowce the Probe In If significant resistance Is felt.

2. Connect the Prabe to the Introducer ising the lwer lock an the Probe
Handle (Fig. 8)

3. Attach the Dispersive Hectrode to the COOLIEF® RF Generator and placz
tie Dispersive Hectrode P2d on the patient 25 directad in the Instructions
for L2 accompanying the padage.

4. Connect the Prabe to the Tube Kit.

5. Connect the 14-pim conniector of the COOLIEF® Coaled RF Connecfor
(able into the RF Genesator. Connect the Probe to the 7-pin connector on
the Cooled RF Conmector Cable.

6. Select the Treatment mode in the RF Generator, 32t advanced settings
and the paramatas for RF deivery In the RF Generatar as desaribed In
the lser's Manual.

7. Perform the procedure as desaibed In the RF Generator Usar's Manual.
The procedure comprises pre-cooling, treatment and optional post-
coaling stages.

Note: Dther thaw repraduction of thew wsua refermed pain or imitaton
du o probe itrocction, mamitor the patient for unexpected symptoms
that miay indicati, for exampiz, spinal cord or erve mat Imtation. If these
Indiitions are suspected, diaiTe enery delvery:

& After reatment remowe the Probes and the Introducer and discard
a5 biohazands. Remove the Mspersive Hectrode from the patient
and discand appeopriately. Disconnect the Cooled RF Connector Cabla
from the RF Generator. Follow standard hospital techniques to hande
reusable Hems.

Troubleshooting
The following table Is provided to assist the user Indiagnosing pesentia
probdems.
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Customer Service and Product Return Information

If yoru Fvavie any prokieams with or questions zbout HALYARD® Equipment, contact
our technical support personned.

Hallyard Bealth

5403 Windward Fariway

Alpharstta, GA 20004 US4

E-mall: PMPardersihyhucom
1-B44-475-9773 (1-844-HALYARD)

Notes

For frther detall on the azation of BF lesions In nervous tissue utilizing the
(ooled RF Probe, pleass contact Customer Service nd request to spesk with a
dinical spedialist

Inorder to retum products under imited wananty you must have 2 rztam
authorization number bafore shipping the products back to Halyand Health,

Limited Warranty

Halyard Hezlth warrants that these products ane free from defects inorsginal
workmanship and matestals. If these products prove to be defiactivein anginal
warkmanship or original materdals, Halyard Health, In Its absolirte 2nd sole
discretion, will replace or repair any such produdt, less charges for tansportation
and labor costs inddental o Inspaction, removal o restocking of product.

This Bmited waeranty applies only to anginzd factory dellvered produwcts that have
been used for thelr nomal and intendad uses. Habyard Health's limited warranty
shall NOT apply to Halyard Heaiths products which have been repaired, altered
or miodified in any way and shall NOT apply to Halyard Health's praducts which
hawve been Improperdy stored or Impropery Installed, operated or maintained
contrary to Halyard Healtis instructions. The warranty perod for HALYARD™ RF
Prabes znd RF Generator (annector Cables 15 90 days from the date of puchass,
uribess ogherwise stated.

Confidential Protocol # 105-17-0001
PROBLEM TROUBLESHOOTING Disdlaimer and Exclusion of Other Warranties
Theera are na warranties of any kind, which extend beyond the description of
Water is not droulating Ensume the COOLIEF* Tube Kt &s comectly the warranties 25 previously mentioned. Halyand Health disdaims and exdudes
through tubing during oonneciod to the (DOLIEF* Probe. 3l warranities, whether express of Impliad, of merchantability or fitness for a
w&ﬂ“lrg. ONand Ensure tha Tube Kit has been comectly particular use of purpose.
ng states placed phozd Ll a .
post ‘ B mﬁm o s e Limitation of Liability for Damages
filled [ In 2y daim or |awsult for dzmages artsing from alleged breach of warranty,
; breach of contract, negligende, product liablltty or 2y other begal o aquitable
: W*ffa'ﬁf f‘f:fdh@ Kt tubing and theory, the buyer spacfically agress that Halyard Health shall not be liable for
Joints for leaks and occlusions. damaiges for loss of profits of claams of buyer's customars for any such damages,
Ensure that the float bl in the burette & Halyard Healti's sole Mabiity for damages shall be limited o the cost to buyer of
floating 2nd not ocduding the cutflow of the specified goods sold by Halyzn Hasith to buyer which give ise to the clam
water from the buretto. for llabilety.
Ensure the pumg tubing (thick-walld The buryer's usa of this product shall be deamed acceptance of the tems and
tubing that Is comang divectiy out of the conditions of these iméted warantles, exclusions, disdaimers and lImittions of
bottom part of the buratte) 15 placed in lability for money damiages.
the pumphead.
Water is not dripping {Theck to see If water Is nanning down the wall
imto the burette of the buretts.
Floatis stuck on [hse the pumphezd lid. Gently shake the
bottom port of the Iurette fo try and loosen the ball from the
buratte battom of the buratts.
Thie lid of the burette Inject sterile water through the port of the lid,
cannot be removed rather tham removing the bd.
COOLIEF* Tube Kit immediataly discard the Tube Kit
breaks, is beaking or is
ocduded
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O HALYARD

COOLIEF"

COOLED
RADIOFREQUENCY (RF) PROBE

FOR GENICULAR PROCEDURES, THIS DOCUMENT SUPPLEMENTS
THE INSTRUCTIONS FOR USE DOCUMENT INCLUDED IN THE
COOLIEF* COOLED RADIOFREQUENCY KIT

Special Instructions for Use

Prior to admimistrating s procedure, all patients will have 3 positive resporese (2= 50%: reduction in painl o a
dizgnostic genioolar merve bl

In a diagmostic genicular nerve Block, the tangets for the injection of lo@l anesthetic are the superommedial and
inferremedial Brzmches of the saphenous merve 2md the superclaterzd bramdh of the femoral merve.

Benioular Heurotomy Prooedure

Plae patient in 3 suping position on 3 fluorosoopy table with a pillow ender the popliteal foss3 o allevizte discomfort.
The true AP flucerscopic view of e tibiofemoral joint wall be obtzined o show the tidio fernorad joint space with
equal width interspaces on Dot sides.

An appropriately sized cooled edSofreguency intreduces will be placed owerlying the affected knee joint and esing
fvomsoopic guidance the introdecer will be advanced to 2 bomy endpssint on the superolateral portion of te fermoral
ondhyle of the affected knee {See Fgure Th

A second intreducer will be advanced 1o 3 bony endpoint on the superomedial portion of the fermoral condyle.

A thind imtroducer will them be placed ower the imferomedial portion of the tibizl condyle untl & bomy endpoint & met.
Artesmipted spiration showld yield mo bilcod.

MEDIAL
FEMUR ODMDTLE
PATELLA — |
ARTICULAR
LATERAL __ | CARTILAGE
COMDYLE
LATERAL MEDIAL
MEMESCUS MEMESCUS
LATERAL MEDIAL
COLLATERAL OO0 ATER &L
LIGAMENTS LIGAMENTS
FEmA — TIEIA

Figure 1

Highlighted areas indicate the three amatomic locations for
RF probe placement fior gemiculzr meunoiomy peoced ures.

Lateral x-ray views aken darimg the procedere should show all the imtroducers 2md prokes at 500 depth of the femur
amd tibia.

Muotor stimuliation mest be tested at 2.0 wodts with no leg movenent. Sensory stimulation should be condected at
<05 wolts in all three locations with concondant pain reproduction. Al images must B2 saved im AP and [ateral views.
A mixbere consisting of 1% lidocaine should then be siowdy injected.

A mdicfrequency ablation of each of the thres targeted geniculate nerves will be comdocted at a set tempeeratune of
B C for 2 minutes amd 30 seconds at each of the 3 amatomic locations.

Ar thee conclusion of the procedure, the introducers and probes will be remowed, the insertion sites will be treated with
appropriate dosere, and the patient will B= allovead to property recover prioe o dischange home.

Ditribated in the LIS Safes, LU, Alphoretis, GA D004 In LS8, pleace ol 1-844-425-337 5+ halyardheaith
=1 Hal;l-:rdll.-ll-ua::h In-«-E!I ' inder rd Parbesr oy, Slphaartis L'.l.ﬂlgﬂ-ll- Ui o
*Regetered Trademork or Trademark of Habpard Health, ne, o its affites & F095 HYH_ Al rights reseresd.
2007 -07-18 15-HR2-0E5-0-00 §F FO207 5974
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APPENDIX 2 — SYNVISC-ONE INSTRUCTIONS FOR USE
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SYNVISC ONE® Rx Only + Adhiifis
HYLAN G-F 20 + Anthropatiy
Package contents providad siere. » Gait distubance

Ganzyme Bicsurgery, 8 diision of Garzyme Corporafion
1125 Pleazent View Tomecs

HAidgafield, Maw Jersay OTEST

Talaphona: 1-888-3-5YNVISC (1-888-370-684T7)

WWW.EYTIWISC.COM

Information for Prescrbers

Ceufion: Federal lew resticts this davice fo sale by or on the onder of a physician [or
pmved? licansad precifoner].

E'ywm{:m‘ G-F 20 is an elastoviscous high molecular weight fiuid cordain
Frylan A and mmsm@mpmmmmmhgmm Hylans ere derivafivas
?I urorian [and'um luronate). Hylen G-F 20 is unique in et the hyaluronan &
Hyeluronan is a long-chein polymer conteiming rapeafing
mwhanda urm uf Me-glucuronate-N-acatylglucoeaming.
INDICATIONS FOR USE
Symisc-One is indicated for the treatment of pain in cstecarthitis (OA) of the knes in
patients who have failed fo respond adaquately to consarvefive nonpharmacologic therapy
and simple analgesics, g, acelaminophen.
CONTRAINDICATIONS
« Do not administer to pafiants with known hypersensifivity (ellergy) to hyaluronan
{Eodum hyaluronats) praperefions.

» Do not inject -One in tha knees of pafients having knes joint infecsions or skin
dizaases or in n the area of fie njaciion sita.
WARNINGS

» Do not concomitantty use disinfactents containing quatemarny ammenium salts for skin
praparafion because fyaluronan can pracpnalgsl their presence.
» Do not inpact Sy axira-aricularly or inte the synovial fissues end cepsule.
» Intravescular inpcfions of Synvisc-One may cause sysbamic edverse avents.
PRECAUTIONS
Ganeral

» Tha safaty and efficacy of Synisc-One in locafiors other then §e knee and for
condtions ofer than ostecarthifis heve not been established.

» Tha safaty and efectivaness of the use of Symvisc-Ona concomitantly with othar
intra-aricular injactablas heve not been established.

» Usa caufion when injecting Symvisc-One info patients who are allengic fo avian
proteins, feathars or agg products.

« Tha safaty and efficacy of Symvisc-One in saverely inflamed knesa joints have not baen

» Sirict administrafion techniqua must be fallowed

« STERILE CONTENTS. The syringe is intended for single usa. The contents of the
=yninga must be used immediately after its packaging = opanad. Discand any unusad

visz-One

. g?nutuaa Syrwisc-One if package is opaned or demeged. Store in onginal packaging

li?rmamad from fight) &t mom temparature below 86°F (30°C). DO NOT FHEE.EE
owa amy synovial Sluid or effusion before injecting

» Synvisc-One should be used with caufion when there is evidence of lymphafic or

wanous siesis in the lag fo ba injeciad
Information for Patients

» Provide pafients with & copy of fhe Patient Labak

« Mild to moderate pein, sweling snd'uraﬁ.mhnﬁme njm-:l krise hava baen
reported in chricz] tnals that were related to intra-arficular injecfion of Synwisc-One.
Thase events wara typically trensient and usually resabead on Seir own or with
conseneive fmement

« As with any invasive Joint procedure, 1t is recommended ®et the paSent awcid
STENUOLS nm\nﬁas [for axample, high-impact sports such 88 soccer, fennis or
jegging) ar profonged waight-baanng acfiviies for epprodimeately 48 hours following
fhe intre-arficular inj Tha should coresult his or her
e Sporopnas e o raume such acivies P g

Usa In Spaciilc Populations

« Pregnancy: The seiety and affectveness of Synvisc-One have not bean estebiished

in pregnant woman.
moithers: It iz not known i 5 is axpreted in humen milk. The

@m affeciivaness of W&Hmm been established in lactafing

bPﬂMﬂﬁ&afﬁyﬂﬂaﬂnﬁvmdefmiﬁoﬂmfmnmtbﬂenmrm

in pediairic pefiantz. Pediatic patients ere defined as pafients < 21 years of aga.
ADVERSE EFFECTS OF THE DEVICE ON HEALTH

Reported Device-Related Adverse Events

E‘:ﬂmmmh reporied edverse evants essocieled with Symvisc-One am the
nE

= Arfiralgia

= Arfintis

» Arfiropethy

« Injecfion sie pain

tﬁﬂﬂlﬁm‘ =

A completa fist of the frequancy and mia of advarsa evants idenfified in tha dinical study

ara providad in the Sadsty sectfion (Tabla

FMIMWENI:L fTese

The following edversa events are among #hose that may occur i association with

infra-aricular injacfions, ncluding Sy

= Arfiralgia

= Joint stiffness

« Jont effusion

» Joint swelling

« Joint wamih

# Injection site pain

version #: 4.U
Version Date: 28Mar19

A complate fist of the frequency end rate of adverse events idenfifiad in the clinical study
ere provided in fhe Safety section (Table 2).
Post-markating Experience
SYNVISC® (3injecion regimen) post-markefing exparience hes idenfified the following
systemic evants to occur mrely with administrefion: rmsh, hives, fching, javer, nausea,
headache, dizziness, chils, musde cramps, peresthesia, perpharal edema, malaisa,
respiratory difficulfies, flushing and facial swelling. There have bean rare repors of
thmmbocytopenia coincident with SYMVISC (3Hnjection mgimen) injecion
Hypersensiivity macions ncluding anaphyleciic reacfion, enaphylactoid reacfion, ane-
piylachic shock and angioedema have bean reporied.
PIVOTAL CLINICAL TRIAL
Stuay Design
To determing the safaty and efiecfivenass of a singla injachion ragiman of Syrwisc-Ona in
the reducficn of the pain scome in osteoadthiifis of the kmee, a prospecive, randomized,
doubda-bind, 2-am (perellel group) clinical inal in 21 centers in s European counties
was conducied. A total of 253 pefiants were randomly essigned to study treatment; 123
received 8 mL of Synvisc-One end 130 received 6 mL of Phoephete-Bufiared Salina.
Narﬂ'ﬂrﬁlapmmrhed'nml obsarvars knew tha pafiants| I:rnamantahcaﬁma The
d included the Western Ontano and McMester Uriversifies
[hbauarhnﬁa Inju MDMN} Lilart 3.1 A wersion]; pafient giobel mn'ant (PTGAL;
cinical observar global esssssment (COGA); and use of rescue analgesic (see Treatment
end Evaluafion gd‘i&dLh]. The intent-fo-freat (ITT) populafion (all patients rendomized)
wias used for the pimary analysis. The primary eficacy enslysis wes & comparisan over
26 woeks batween the two treatment groups of change from baseline in e WOMAD A
(Pmn] Subscak n:saa Pafient Populafion and Demo-grsph-:s:l performad by analysis of

HMPMMHW
Saudy pafients hed primary ostecarthriis of tha knee par Amedcan College of Rheume-
tology critena and wam at least 40 years old. The diegnosis wes confimed wia recent
radiograph showing at least cne osteophyie in the tamget kmee. Siudy pefients had
confinuad temet knes pain despite use of consenvefive treatment and enalgesicsinon-
steroidal anfHnflammatony d wENDs] Pefiants with severs disaase (Grada IV) per
Kalgren-Lawmncs chtena, or ned prior arfroplasty in e target knae, were axclded.
At tha baginning of the sudy, cis had moderste or severs tamget knes pain whan
walking on & flat surface (on a S-paint Likvart scale where 0 = none, 1= mild, 2 = modersia,
3 = zavam 4 = extreme), and an evarage score of 1.5 to 3.5 on the five quasfiors of the
hDMMh[Fﬂ:LSJm.WmMAGASUM asks shudy subjects fo rate their
dagres of pain
1. Walking on & fiat suface
2. Going up and down stairs
3. Resting during the night
4. Siting or Rying
5. Sianding uprighi
Tebla 1 summarzas the
clinically meaningful difiarances
Traatment and Evaluation Schedule
Initisf Tres ment Phase
Pafients wara followad for 28 weaks. Study visits wars schadulied for screening, besalina,
end weeks 1, 4,8, 12, 18 and 26. Injections ware performed aseplically at the besaline
visit after arthrocantesis bo withdraw affusion or symovial Sluid present. Pefiants were
niot permitied fo take long-acfing NSAHB‘G (including cyco-ooygenase Nl inhibiiors), opicid
agics of coficoshanoids o] dunﬁﬂm bt were pamitted to take
ﬁ#gpﬂruﬂyufamnww ! rmrma -:dn;ent:ta-:ll:'EI knes pain.
“Rescua” md'mﬁmmsnutpamﬂad within 48 hours of any study visit Injected knae
EssaEEment, t end clnican ghobal essassments (PTGA & COGA), WOMAL end
salaty evaluetons were perfomead at each study wisit
Repesf Trestment Fhase
i 5 in eifier blinded treatment growp had et least mild in the in knes at
mmﬂﬁmﬂ(m ﬂ'dnﬂtaxpmang nle-lpmy Bqnl&mrﬂdnpéjnmﬁﬂmﬁm
treatmant adminisirafion), they were offered an injecfion im | Symvisc-Ona.
Thixea whi choss to recene the sacond injeciion wars foll owed for 4 weaks for salsty only.
Adverse Event Summary
The uanzy end aof advarsa events wara similar betwaen the group of
fraq mjrmg?-pa m&wmhgﬁjmmmdemmnmg g
mrmm Phasa: The owarall proporfions of pafients with Treatmant-Emergent
AEs regardless of device relatedness (Symvisc-Ona: n=T0, 56.9%; Salne Canbrof n=r9,
E0.B%) and with injacted knee AEs regardlass of davica reletadness (Syrwisc-One: n=4d,
35.B%; Saline Controk n=44, 33 8 %) wara com| batwaen the twa trestment groups
(SaeTablaE].Tabbﬂ-istameinddermuf 5 1n the injected knee that were assessad
by the imvasfigetor fo be device-reletad, dafined as releted to afther the study injachion or
the study treatmant.
Dievice-ralated AE= vohving tha injected knes were mild or moderste in nature and were
treated symptomafically. Thare were no safous AEs in the injected kmee in eithear the
isc-One or the saline control groun.
Treatmant Phasa: The repeat treatmant phase evaluated the selsty profile of the
‘nifial phesa of a second inj “One. One hundred end
ity faborts wie i G i poase . Sy o which 77 pebanis ectivod
& second in of (0 thase 7T pesents, 4 (5.2%) expanenced five device
relabed AEs in the injecied knea. All such avents were mild fo moderste and were trestad
symptomescelly. These avents wara arthrelgie (n=2), arthrifs (n=1), injection hamatoma

rapfics end besalne chemdarnstics There wara no
traatment groups in eny bassline paramater.

_I(rrlnr=ﬁlj| m%%nﬁﬂ rrjnﬁsrm whao dmlupe-:l |n}amd hnae AEs dunlE the

phesa ¢ subsaquantly recafvad
smmnpmm&&umm1mmummmm
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Overall Injectad Summary: The salety af -One is similar to
the Grnusl and Fu:-sJ—rnark Mg EXpSfEnce Sean [3 mjaction regimen)
ﬁr\a pein, swelling end effusion were the n'mtinaqmnﬂy occuming AEs in the inected

Cesas of acute inflammafion, charactarized by joint pein, swaling, effusion and somafimes
Ly mrrrrh mda'ar siffiness, hewa bean reported folowing an ntre-arficular injection of
[}1mcmdﬂmd rewaals. fluid with no als. This reacfion
|n a faw days o reetment with Mon Stercidal And Inflemmatony Drugs
n:NEAIDsj ‘intre-arficular sremndﬂ andior arffrecentesis.
Chinical banef from the treatment may =il be apperent efter such reactions.
Adverse Events Outside of the Injected Knes
Cwarall 101 pafients L : n=4T, 3.2%; Baline Controk n=54, 41.5%) axpen-
ancad &t leest one AE outsida the injacted knea regandiees of devics miatednesa. The
mast commanly occuming (5 % or graater in eiher group) AE= outside the injected mee
wens headeche, back pain, ifis and influanza. In the -One group theres
mmAEmmp nmwdwm—rdmad Smiee e
Mo new systamic AEs wens idenified during this study as compared o SYNVISC.
Primary EMcacy Endpoint:
The primary andpaint for tha shudy, the diffierence batween tha treetment groups in change
from bassfina over 26 Waeks in the WOMAC A Pain Score (Tabla 4) was met.
Symisc-One elso demonstrated suparonty to saline control in muitiple pre-defined
m‘dﬁ' outcomea measures, which includad PTGA ower and at 26 weaks, COGA over
and at 26 weeks, end pain whila walking on a flat sufecs [WOMAC A1) ovar end &t 268
wesaks [sae Figura 1 and Table 5.
The WOMAC A1 responder rate (where responsa was dafined as a 1-or-mose category
improvement_from bessline end the pafient did not withdew from the shudy) wes
significantly higherin the Symvisc-One group then in the saline control group. Saventy-one
?mgﬂ;:ncdﬂra fients were respenders at week 18 in fe Symasc-One group
versus 54% in the |r|-au-:fmﬂlgrct.|p].mm-ak25 64% of pafiants in the Symvisc-One
group wara raspondars, whils onfy 50% of pafiants in the saline conbrol group were

AILED DEVICE DESCRIFTION
Symvisc-One combines the three doses of SYNVISC (hylan G-F 20) which consists of
fylan A (everege molecular weight 6,000,000 deftons) and fylan B hydmted gel in &
buffiarad jcal sodium chioride solufion, pH 7.2 has an
ﬂmmggﬁj gt 25 Hz of 111 £ 13Pasuahp [PnJWm(mm
G7) of 25 = 2 Pa (elasficity and viscosity of kmes fluid of 18 fo 27- year-cld humars
measured with 8 comparable method &t 25 Hz G = 117 £+ 13 Pg; 4L =8Pa)
Em:h1[!lrnL EcﬂEynﬂsc&amn‘hnasﬂ'ﬂﬂwreﬂ?demﬁﬂmgm:mfn
treatment regmen (48 mg). Each Symisc-One 10-mL syringe

-::umsm.

« Hylan polymers (hyian A + hylan B) 48 mg

« Sodium chionds 51 mg

« Disodium hydregen phosphate 086 mg

« Spdium dihydrogen phosphete monchydrate 0.24 mg

= Water for inj 4 to 80 mL
HOW .@'rl.lF"I"LI-:[;E":ﬁ“n *

Synvisc-Oneis supplied ina 10 mL glass syinge conteining 3 doses (48 mg) of hylan G-F
20, The comtents of tha syringe are sterle and non-pyrogenic.
[:IIHIEI.".TN:ZIh“.*’rFt)llU'.*’:IESal =
FmMmDﬂnﬂtusaS)ma}Drﬂlfmapadmgahasbﬂnnmnadnrdmmg&im

IBOhﬁ E&dmgng (protected from light) at room femperstura balow BE°F (30°C).

Pracaufion: The syringe contsining Syrwisc-One is intended for single use. The contents
of the synnge must be used immediately aftar the syringe has been removed fom s
packeging.
Precauion: Do not concormitently use disinfectants containing quatemary ammenium sakis
for skin preparafion becausa hyeluronan can precipitets in their
Symvisc-One is administered 85 & single intre-adficular. Sthct asepfic admiristraticn
techmique must ba followed.
= Using an 18- to 20-geuga neadle, remowa synovial fiuid or efusion before npcting
Synvisc-Onie.
» Do not use the same syringe for removing synoviel fiuid and for injecting Synsisc-One;
however fie sama 18- to 2-geuge neadle should be used.
» Twist the fip cap before pulling it off, a8 this will minimize product leakags.
« To ansure & Sght seal end prevant leskage during administration, securs the nesdis
fightly while firmly holding the luer hub.
Pracaufior: Do nod over fighten or apply excessive levaraga when attaching the needis
ar emowing the needls guard, as this mey breek the syrings bip.
 lnject e full & mL in one knea only.

MAMUFACTURED AND DISTRIBUTED BY:

Ganzyme Hosurgery & division of Genzyme Comporation

1125 Plaazant View Temaca

Fidgafield, Maw Jersay 07657

Talaphona: 1-888-3-5YNVISG (1-B88-370-6847)

EYMVISC-OME, EYMVISC and GEMZYME are registered tradamarks of Genzyme

SYNVISC ONE®

HYLAN G-F 20

PATIENT INFORMATION

Be sure to read the following imporiant informafion carefully. This
infomation does not take the place of your doctor's advice. If you do not
understand this information or want to know maore, ask your doctar,

Version #: 4.0
Version Date: 28Mar19

Glossary of Terms
Hyaluronan (pronounced hy-al-u-ROE-nank 15 a natural substance
that is present in very high amounts in joints. It acis ke a lupricant and
a shock absorber in the joint and is needed for the joint to work propery.
Non-steroldal antl-inflammatory drugs: also known as "NSAIDs™,
medication usad to treat pain or swelling. Thers are many examples of
NSAIDs, including (but not limited to) aspiin and ibuprofen. Some of
these are over-the-counter drugs, and some can only be obiained by
prescripfion.
Osteoarthritls (pronounced OS-te-g-arth-RIHis): (OA) Is a type of
arthrifis that involves the weanng down of carfilage (the protective
covering on the ends of your bones) and loss of cushioning fluid in the
Joint
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What Is the Synvisc-One® product?
Synvisc-One is a gel-like mixture that comes in a syringe containing &
mL {1 Yo teaspoon) and is injected info your knee. It is made up of hylan
A fluid, hylan B gel, and salt water. Hylan A and hylan B are made from
a substance called hyaluronan (pronounced hy-al-u-ROE-nan), also
known as sodium hyaluronate that comes from chicken combs. Hy-
aluranan s & natural substance found in the body and is present in very
high amounts in joinis. The body's own hyaluronan acis like a lubricant
and a shock absorber in the joint and is needed for the joint fo work

propery.

How Is the Synvisc-One® product used? (Indlcatlons)

The FDA-approved indication for Syrvisc-One is:

Synvisc-One Is indicated for the treatment of pain in csieoarthrifis (OA)
of the knee in patients who have falled o respond adequately to
consenvative non-pharmacciogic therapy and simple analgesics, e.q.,
acetaminophen.

How Is the Synvisc-One® product glven?

Your doctor will inject Syrvisc-One info your knee.

Are there any reasons why | should not receive a Synvisc-Ong®
injection? (Confralndications)

YYour doctor will determine if there Is any reason why you are not an
appropriate candidate for Symwisc-One. You should be aware that
Synvisc-One:

« Should not be used in patients who have had any prior allergic
reactions o SYNVISC, Synwisc-Ome or any hyaluronan-based
products. Signs of an allergic reacfion may include swelling of your
face, tongue, or throat, difficulty breathing or swallowing; shortness
of breath, wheezing; chest paln; a tightness in your throat; sleepl-
ness; rash; itching: hives; flushing; andfor fever.

+ Should mot be used in patients with a knee joint Infection, skin
disease or infection around the area where the injection will be
qgiven.

What should my doctor warn me about?

The following are important treatment considerafions for you to discuss
with your doctor and understand in order to help avold unsatisfactony
results and complications:

» Symvisc-One s only for injection into the knee, performed by a
docior or other qualified health care professional. Symvisc-One has
not been tested to show pain relief in joints other than the knee.
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« Symvisc-One has not been tested fo show better pain relief when
combined with other Injected medicines.

» Tell your doctor If you are allengic to products from birds such as
feathers, eggs, and poultry.

« Tell your doctor if you have significant swelling or blood clois in the
leq.

« Symvisc should be used with caufion when there is evidence of
lymphatic or venous stasis in the leg o be injected.

« Symvisc-One has not been tested in pregnant women, of womean
who are nursing. You should tell your doctor if you think you are
pregnant, or if you are nursing a child.

« Symvisc-One has not been tested in children (= 21 years of age).

What are the risks of getfing a Synvisc-One® Injection?

The side effects (also called reactions) sometimes seen afier any
injection into the knee, including Synvisc-Cne, include: pain, swelling,
heat, redness, andfor fluid bulld-up around the knee. These reactions
are generally mild and do not last long. Reactions are generally treatad
by resting and applying ice o the injected knee. Sometimes it is
necessary to give pain relievers by mouth such as acetaminophen or
MWSAIDs, or to give injections of steroids, or to remaove fluid from the knes
joint. Patients rarely undergo arihroscopy (a surgical inspection of the
knese joint) or other medical procedures refated to these reactions.
Other side effects seen with SYNVISC or Synvisc-One are: rashes,
hives, itching, muscle pain‘cramps, flushing andor swelling of your face,
fast heart beat, nausea (or feeling sick fo your stomach), dizziness,
fever, chills, headache, difficulty breathing, swelling in your arms and/or
legs, prickly feeling of your skin, and in rare casss a low number of
platelets in the blood (platelsts are & type of blood cell that are needad
fo help your blood clot when you are cut or injured). Allergic reacfions,
some which can be potenfially severe, were observed during the use of
Synvisc-One.,

Rare cases of knee joint infection have been reported after SYNVISC
injections. If any of the above side effects or symptoms appear after you
are given Synvisc-One, or if you have any other problems, you should
call your docior.

What are the benefits of getfing a Synvisc-One® Injection?

As shown in a medical study of 253 patients with ostecarihntis (OA) of
the knes, where approximately half received elther a single injection of
Synvisc-One or an injection of the same volume of salt waier (a "Saline
Control” injection), the major benefits of Synvisc-One are pain rellef and
improvement in other symptoms related to OA of the knee.

What do | need to do after | get Synvisc-One® injection?

It Is recommended you avoid strenuous activilies (for example, high-
impact sports such as tennis or jogging) or prolonged weight-bearing
activities for approximately 48 hours following the injection. You should
consult your doctor regarding the appropriate fime to resume such
activities.

What other treatments are avallable for OA?

If you have OA, there are other things you can do besides getting
Symvisc-One. These include:

Non-drug treatments

« Awoiding activities that cause knee pain

» Exercise or physical therapy

» Welght loss

+ Removal of excess fluid from your knee

Drug therapy . )

« Pain relievers such as acetaminophen and narcaotics

« Drugs that reduce inflammaton (signs of inflammation are swelling,
pain or redness), such as aspirin and ofher non-steroidal ant-
inflammatory drugs (WSAIDs, for example ibuprofen and naproxen)

« Sieroids that are injected directly info your knee.

When should | call my doctor? (Troubleshooting)

If amy of the side effects or symptoms described above appear after you
are given Symvisc-One, or if you have any other problems, you should
call your doctor,

What did the clinlcal studies show?

Astudy was conducted in & countries outside the United States with 21
physicians. The paiients in the study had mild io moderate knee OA,
moderate to severe pain, and did not have sufficient relief of their pain
and symptoms with medications taken by mouih.

veisivil #. «4.V

Version Date: 28Mar19

Atotal of 253 pafients in the study were assigned by chance fo receive
gither a simgle injeciion of Synvisc-One (n=123 patients), or an injection
of the same volume of salt water (2 "Saline Confrol™ Injection) (n=130
patients). Neither the pafients nor the doctors evaluating them knew
wiich treatment they received. Any fluid thal was present in the patient's
knee was removed before the injection. The patients were seen by their
doctor at standard times over & months. Information was collected about
how much pain they were experiencing doing various types of acfivifies,
how much they were limited in their dally acfiviies by their OA, and on
their overall condition. Their doctor also provided an overall rating of
their OA.
The main measure of the study was how much pain the subjects had
doing fve common types of activities ower the & months duration of the
study. Daily activity limitations and overall evaluations were also com-
pared between ihe group of pafients receiving Synvisc-One injection and
the group receiving salt water injection. The study showed that patients
recelving Symvisc-One had significanily less pain over & months, and felt
significanily better than the pafients who received the salft water
Injections. The difference In pain score reduction from baseline to &
monihs between the Synvisc-One and salt water conirol injection was
015 out of a & point scale for the measurement of OA pain in the knee.
What adverse evenis were observed In the clinical study?
The following are the most common adverse evenis that occumed during
ihe clinical trial of Syrwisc-One;

= Pain in the knee or at the injection site

« Siifiness, swelling or warmih in or around the knee

# Changes in the way that you walk (e.q., limping)
Severe adverse avents were not obsenved in the Synvisc-One trial. Joint
infactions did not ocour in the injected knes in the Symvisc-Cne clinical
inal. The most commanly occurring adverse evenis outside of the
injected knee were headache, back pain, sore throat and the fiu. One
pafient had a single episode of feeling faint.
How do | get more information about the Synvisc-One® product?
(User Asslistance)
if you have anmy quesfions or would like fo find out more about
Symvisc-One, you may call Genzyme Blosurgery al 1-888-3-SYNVISC
(1-8B8-379-6847) or visit www.synvisc.com.

MANUFACTURED AND DISTRIBUTED BY:
Genzyme Biosurgery

A division of Genzyme Corparation

1125 Pleasant View Temace

Ridgefield, Maw Jersey 07657

SYNVISC-OME, SYNVISC and GENZYME are registered trademarks of
Genzyme Corporation.

Table 1. Summary of Demographic and Baselne Characteristics

Parameter/Category - Salne Control | Total
[N=124) (N=129) [N=253)
Age,n’ 124 128 =3
Miaan [50) 3.6 (9.6) BZ5 [2.2) B3.0 (0.4
Range 42, B3 43, 84 42, B4
Sex, n’ 124 129 k)
Female, n (%) B2 (745 B8 (BB%) 180 (T1%)
Aeca, n’ 124 128 3
Caucasian, n (%] 118 (85%) 125 [BT%) 243 (96%)
Man-Caucasian, n (%) | & (5%) 4 [3%) 10 [4%)
Mﬂﬂm Indax (ky' | 123 129 252
Maan [50) 201 (4.8 288 [57T) 294 (5.4
Range 20T, 46.0 185, 52.4 185, 524
Pricr Godicostaroids In | 123 130 k)
Target Knesa, n*
Yas - n (%) 40 [32%) 3 [24%) T1 (28%)
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Table 1. Summary of Demographic and Bassine Charactensfics (continued)

Table 2: Paflants with Adverse Events In the Injected Knes Regardless of Relatedness
(continued

ParamelerCategory | Synvisc-One® Saline Control | Total
N=124) h=120) {H=253) SymiscOne® Saflne Controd
Prior Athroscopy 1| 123 130 253 MEGDRA Prefermad Term T vy
Target Knee, n -
Yes — n (%) % (21%) 8 22 B4 (21%) Arthropethy 1 0% !
e ——— [ — 1[L8%) 0
Madified Kﬁllgm:_.;aj Jomt rangs of mofion decreased 0 1 {08%)
ELE'E,:‘E,.':';H&E';;"& [T—— 0 1[08%)
Grada I 63 (51%) 51 [30%) 114 [45%) Noter: Pafients are counied oncs for aach unique AE regendiess of device reitedness, and may Rave
had more than one igee AE.
G I B (457%) 78 (E0%) 138 (55%)
Grds IV 0 10%) 1{0%) Table 3: Paienis wih Device-Related Adverse Events In te Injectad Knea
Total WOMAL Scors | 55.1 (1025) E4B (1.4) r—— S Cotol
(0-86); Mezn [SO) MedDFRA Freferred Term R N=130
WOMAC A Score | 2.30 (043 225 [0L.41) n %) n %
(041, Mean {SO) Ay Divics Fileted Adverss Event | 7 [5.7%) 4 a1
FJTE].*._— Mean (SO) | 257 (067) 250 (0L.64) Niveigs (L T
COGA - Meen (SD) | 2.84 [0TE) 249 (075 Arthrs 1 [0.8% 0
[0-4) Arhropaihy 1 [LB%) 0
“ITT Popelation jection sila pe 1 0% 1 102%)
13ty Populsfion j B pein kg %)
Joit efusion 2 [16%) 0

Tabis - Pamiems With Adverse Events In the Injected Knee Reganmess of Retalaanass

Mole: Patients are counted oncs for eech wniges AE, and may have bed mors than one unique AE.

MedDRA Preferrad Tarm ?m H=130 I

= : Tabi 4. Frimary Efficacy Resuits: WOMAC A (Fain) Score Overall Changa rom Easaline

n s n %) over 25 Weaks -ﬁhﬁm
Ary Trastmant- Emerent Adverss ) Bazafing Moan Post- | Estimaten | Estimated | povaloe
Evant H (50 44 (328%) Mean (5E] | treatment Change Differencs | (AMCOVA]
Artheaigia M 2 215%) -4 Scake) | (0-45cak) | (5E) mm?m"i
Jeint sifines 10 (&1%) 13 {10.0%) =]
Joint afiusion TETE T G4%) ;] i

ne
Jdirt. aweling 5 [41%) 7 [54%] =124 | 2amog | 143 006 184 08 | 015
- — [, 4T
Joint warmth 2016%) 5 [28%) Aaling 1002
- Conirad
Postiraumaic pain 0 3 274 i) |2xmpos  |impo | 489 pos
Iripction s pein 1 e 1[0 WOMAC: A sce using 5 poied Likert scale, whers () = o pain and 4 — axdroms pain
Symovil cyst 0 2 [1.5%) Pepested meazures Analysic of Covanence was used for the WOMAC A pain scors change from e
Arihtis 1 0E%) 1 baseline.
Table 5. Clinlcal Meaming of Secondary EMicacy Endpoinis
| Ddds Raty’ Deflnition Explanation

Generallzed Estimating Equation far categoncal
data

Owvar .54 The odds (probabiity [Worse] | Probabiity [Beer]) for Synvisc-One Synvisc-One pafients were 156 fimes mone fikely 1o seff-report pain
26 wosks for over 26 wesks and Bt 26 weeks I8 epproomatsly B4%, and 56%, | relief while walking on a flat surdace compered fo thoss pafisnts
WOMAC A1 r respectively, 1o the odds fior control trested with saline contmd over 26 weels and 172 fimes mom Bely
A wodk 75 0156 I saE-raport pain refief while walldng on & flat surace compered to
those patients treated with ssiine control at 26 weeks.
Ovar 26 wosks 0ES The odds (probability | | Probabiity [Befer]) for Synvisc-One Symvisc-One pafients were 1.45 fimes more likely 10 saf
H for over 26 wesks and af 25 weeks is approimabsly B8 end 51%, | improvement i overall heaith staius compered (o those Eﬁﬁ
PTGA A wock 26 051 ecitvely, fo the odds for conirol ireated with saline coniml over 25 weeks and 1.05 fmes more el
A Globel Azsessment has 5 scales (Vary wel, Wel, Fair, | to saf-raport improvemant in oversll health stahus compared o those
Poar, Weny poor) pafients treated with saline conirol & 26 weske
Ovar 26 woske ot The odds (probability [Worse| | Probabiity [Beger]) for Synvisc-Ons Binded cinical chesrvers wers 1.41 imes mors [kely to sssess
1 for over 26 wesks and at 25 weeks is epproximatsly T1%, and 56%, | pafients trsated with Synwisc-One as showing overall improvement
— A wock 26 056 reapectively, o the oods for coniol dissase siatus comparad b these pafients reeed wih saine conr
COGA: Cinical Obsanver Global Assessment has 5 scales [Very well, | ower 26 wesks and 179 fmes more lkely fo assess pafients insated
Well, Fair, Poor, Very poor with Symvisc-One a5 showing overall improvement in disease status
compared 10 thase patents feabed wilh safine control 8t 26 weeks.
OMERACT-0ARS] | Over 25 wesks 08 This: reeponse analysis did not reach stafsfical significence between,
Responcer At wosk 26 nm | e st gnas

version #. 4.U
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Table 5. CAMical Meaning of Sacondary EMcacy Endpoints {confinued)

| 005 Rl

Generallzed ESAmang EQUEton for categoncal
cata

Esfimate of Treabment DiTerence
(Andiysis of Covernes)
Ovar 26 wadks 118 The study did not show & sefisfically significant difieence in
WOMAC C A ok 5% on funclionsl improvement between the irsatment goups.

Odds rafio = [Probabilty [Worse] | Probebilty [Better]) for Symiec-One / Probability [Worse] /' Probebility [Betier]] for Conirol F odds mfio <1, then in fvor of Symisc-Oins

*Odds raio = Odds for Syvisc-Onal0dds for control

Fotatistically sigrificant &t the 5% sigeificance lwel; not adjusted for mulipiicy
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